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UNITED STATES
SECURITIES AND EXCHANGE COMMISSION
WASHINGTON, D.C. 20549

FORM 8-K

CURRENT REPORT

Pursuant to Section 13 or 15(d) of the
Securities Exchange Act of 1934

Date of Report (Date of earliest event reported):ddat, 2013

Impax Laboratories, Inc.
(Exact name of registrant as specified in its arart

Delaware 001-34263 65-0403311
(State or other jurisdiction (Commission (IRS Employer
of incorporation) File Number) Identification No.)
30831 Huntwood Avenue, Hayward, CA 94544
(Address of principal executive offices) (Zip Code)
Registrant’s telephone number, including area code: (510) 240-6000

Not Applicable
(Former name or former address, if changed sirstadport)

Check the appropriate box below if the Form 8-K §lis intended to simultaneously satisfy the filoigigation of the registrant under any of the faling provisions (see
General Instruction A.2. below):

0

O

Written communications pursuant to Rule 425 unberSecurities Act (17 CFR 230.4%
Soliciting material pursuant to Rule ~12 under the Exchange Act (17 CFR 240-12)
Pre-commencement communications pursuant to Ride?(b) under the Exchange Act (17 CFR 240.14d}2(b)

Pre-commencement communications pursuant to Fded(c) under the Exchange Act (17 CFR 240.139-4(c




Item 7.01 Regulation FD Disclosure.

On March 4, 2013, Impax Laboratories, Inc. (the “@amy”) issued a press release announcing its reakegpForm 483 from the U.S. Food and Drug
Administration (the “FDA”") related to the FDA'’s insgt®n of the Company’s Hayward, California manufaictgrfacility. A copy of the press release is attathereto as
Exhibit 99.1 and a redacted copy of the Form 488ad by the FDA is attached hereto as Exhibit 3a2h of which is incorporated by reference herein.

This Current Report on Form 8-K and the informaiiothis Item 7.01 hereof, including the exhibittaahed hereto, will not be deemed to be “filéal’ purposes o
Section 18 of the Securities Exchange Act of 1984raended (the “Exchange Actior will it be deemed to be incorporated by refeesimto any filing under the Securit
Act of 1933, as amended, or the Exchange Act unbga®ssly identified therein as being specificaligarporated therein by reference.

“Safe Harbor” statement under the Private Securitiggation Reform Act of 1995:

To the extent any statements made in this CurreppR on Form 8-K contain information that is nigtbrical, these statements are forwlraking in nature and express
beliefs and expectations of management. Such statisrare based on current expectations and ineohtenber of known and unknown risks and uncertaitttigiscould
cause actual developments and results to diffeifgigntly from those that are expressed or impbgdsuch forwardeoking statements. Such risks and uncertaintielsidte,
but are not limited to, the effect of current ecamio conditions on the Company’s industry, businéisancial position and results of operations, fllations in revenues and
operating income, the Company’s ability to promityrect the issues raised in the warning letteeiked from the FDA, the Company'’s ability to sucsfelly develop and
commercialize pharmaceutical products in a timednmer, reductions or loss of business with anyifsigimt customer, the impact of consolidation af thompany’s
customer base, the impact of competition, the Cawyigaability to sustain profitability and positish flows, any delays or unanticipated expensegrinection with the
operation of the Company’s Taiwan facility, the imapaf market perceptions of the Company and thetgaind quality of the Company’s products, theidltty of
predicting FDA filings and approvals, the Compargkslity to comply with legal and regulatory requirents governing the healthcare industry, the regolanvironment
and other risks described in the Company’s periogfiorts filed with the Securities and Exchange @wssion . Forward-looking statements speak onlpdbke date on
which they are made, and the Company undertakebligation to update publicly or revise any forwaoibking statement, regardless of whether new infoondtecomes
available, future developments occur or otherwigegpt to the extent required by applicable law.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits.
The following exhibits are furnished herewith.
Exhibit No. Description
99.1 Press release issued March 4, 2013

99.2 FDA Form 483




SIGNATURES

Pursuant to the requirements of the Securities &xgh Act of 1934, the registrant has duly causedréport to be signed on its behalf by the undeesil hereunto
duly authorized.

Dated: March 4, 2013 IMPAX LABORATORIES, INC

By: /s/ Bryan M. Reasons
NameBryan M. Reasons
Title: Senior Vice President, Finance, and Chief Financial
Officer
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Exhibit 99.1

D IMPAX

LABORATORIES, INC.

Company Contact:

Impax Laboratories, Inc.

Mark Donohue

Sr. Director, Investor Relations and Corporate Comigations
(215) 558-4526

www.impaxlabs.com

Impax Provides an Update on FDA Inspection of Haywal Facility
Conference Call and Webcast Scheduled for 5:00 p.r&T

HAYWARD, Calif., March 4, 2013 — Impax Laboratories, Inc. (NASDAQ: IPXL) today announced that the U.S. Food and Drug Admitisiré~DA) completed its re-
inspection of the Company’s Hayward manufacturingifgén connection with the previously disclosedrRp483 issued in March 2012. In addition to thenspection, the
FDA conducted a Pre-Approval Inspection (PAI) for RYTARY, as analytical method validation and a portiothef stability data were generated in Hayward, and a
general Good Manufacturing Practices (GMP) inspactid the conclusion of this inspection, the FDA Edw@a new Form 483 with twelve (12) observations, t(Bgef
which are designated as repeat observations frope@ti®ns that occurred prior to the Warning Letter.

“We have committed significant resources in ouoeff to meet FDA requirements and are clearly disiyped by this news,” said Larry Hsu, Ph.D., presiderd CEO,
Impax Laboratories, Inc. “The analytical methodesssnent observations arose from our internal wodkraview as a part of the ongoing quality improeetprogram
designed to assess and enhance our Quality Cdvatbolratory Analytical Methods and to ensure theytoeexceed internal and industry standards. Respihe FDA
concerns remains a top priority and we intend toplete this work as quickly as possible.”

The Company is working diligently to address theewbations raised by the FDA and will respond to thems& observations within the fifteen (15) businesspiriod from
the receipt of the Form 483.

Currently, the Company has not been informed byFDA of the impact this latest Form 483 will have ba tesolution or timing of resolving the warningiée or whether
any further regulatory action may be taken asstonianufacturing operations. Until remedial act®oeamplete and the FDA has confirmed compliance auithent GMP,
approval of pending and new applications listingttagward facility as a manufacturing location of §inéd dosage forms may be withheld.

The Company has provided a redacted version dfdine 483 as an exhibit in a Current Report on F&+ifiled with the SEC concurrently with the issuamndehis press
release.




Conference Call Information

The Company will host a conference call today a®f0n. EDT. The call can also be accessed via algbcast through the Investor Relations sectich@Company’s
Web site, www.impaxlabs.comlrhe number to call from within the United Stat®$877) 356-3814 and (706) 758-0033 internationdlhe conference ID is 18793480. A
replay of the conference call will be available slyaafter the call for a period of seven days. Toess the replay, dial (855) 859-2056 (in the UaBd (404) 537-3406
(international callers).

About Impax Laboratories, Inc.

Impax Laboratories, Inc. (Impax) is a technologgdshspecialty pharmaceutical company applyingitmélation expertise and drug delivery technolagyhe development
of controlledrelease and specialty generics in addition to theeldpment of central nervous system disorder lmdpdoducts. Impax markets its generic productsuipn its
Global Pharmaceuticals division and markets its dedrproducts through the Impax Pharmaceuticalsidivi Additionally, where strategically appropridmpax develops
marketing partnerships to fully leverage its tedbgy platform and pursues partnership opportunities offer alternative dosage form technologiaeshsas injectables,
nasal sprays, inhalers, patches, creams and oitgmerpax Laboratories is headquartered in Haywaatifd@nia, and has a full range of capabilitiestnHayward,
Philadelphia and Taiwan facilities. For more infaion, please visit the Company's Web site at: wwyakiabs.com

“Safe Harbor” statement under the Private Securitiigation Reform Act of 1995:

To the extent any statements made in this newageleontain information that is not historical sthetatements are forward-looking in nature andemspthe beliefs and
expectations of management. Such statements agd bascurrent expectations and involve a numb&nofvn and unknown risks and uncertainties that coaldse the
Company'’s future results, performance or achievesiendiffer significantly from the results, penfioance or achievements expressed or implied by fewalard-looking
statements. Such risks and uncertainties inclugeaite not limited to, the effect of current ecomoronditions on the Company’s industry, businésgncial position and
results of operations, fluctuations in revenues @petating income, the Company’s ability to promibrrect the issues raised in the warning leeeived from the FDA,
the Companys ability to successfully develop and commerciafiharmaceutical products in a timely manner, radostor loss of business with any significant costo, the
impact of consolidation of the Company’s customase) the impact of competition, the Company’s ghiti sustain profitability and positive cash flowasyy delays or
unanticipated expenses in connection with the ojperaf the Company’s Taiwan facility, the effectfofeign economic, political, legal and other rigiksthe Company’s
operations abroad, the uncertainty of patent litige the increased government scrutiny on the Gomis agreements with brand pharmaceutical compacoesumer
acceptance and demand for new pharmaceutical pydbe impact of market perceptions of the Compang/ the safety and quality of the Company’s prisiube
difficulty of predicting FDA filings and approvald¢ Company’s ability to achieve returns on its stmeents in research and development activitiesCtivapany’s
inexperience in conducting clinical trials and sutting new drug applications, the Company’s abitilysuccessfully conduct clinical trials, the Comyganeliance on third
parties to conduct clinical trials and testing, aopof illegal distribution and sale by third pastiof counterfeits or stolen products, the avditstnf raw materials and impe
of interruptions in the Company’s supply chain, tise of controlled substances in the Company’symrisd disruptions or failures in the Company’s infation technology
systems and network infrastructure, the Companyianee on alliance and collaboration agreementesQbmpany’s dependence on certain employees, thp&uy’s
ability to comply with legal and regulatory requirents governing the healthcare industry, the regojanvironment, the Company’s ability to protedstintellectual
property, exposure to product liability claims, nbas in tax regulations, the Company’s ability @mnage growth, including through potential acquissgiche restrictions
imposed by the Company’s credit facility, uncerti@is involved in the preparation of the Companyisificial statements, the Company’s ability to neiman effective
system of internal control over financial reportitige effect of terrorist attacks on the Comparyisiness, the location of the Company’s manufaoguaind research and
development facilities near earthquake fault liaed other risks described in the Company’s pericehorts filed with the Securities and Exchange Casion. Forward-
looking statements speak only as to the date onhithiey are made, and the Company undertakes ngatibl to update publicly or revise any forwardWimg statement,
regardless of whether new information becomes auail&lture developments occur or otherwise.

HH##



Exhibit 99.2



DEFARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

CRETRCT AODRE S5 AND PHOME NUMBES FATEIS, OF NSPECTION e
D1/08/2012 — 02/28/2013#
FEl NUMBEER ey
‘ 3004182921
I
T0: Chungchiang Hsu, President & Chief Executive Officer
Frrn Blasis STREET AUORESES —
Impax Laboratories, Inc. 31145 Ban Antcnio Street
CITY, STATE. ZIF CODE. COUNTRY - TYPE EXTASLISHMENT INSPECTED .
vard, CA 94544-74905 Drug Manufaciurer
= e —

This document lists observations made by the FDA representative(s) during the inspection of vour 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 1o implement, corrective action in response to an ebhservation, vou may discuss the chisction of
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

The accuracy, sensitivity, specificity, and reproducibility of test methods have not been established.

Specifically,

Pertaining to NDA 203312 Levodopa/Carbidopa IPX066
Rytary (IPX066) (Levodopa/Carbidopa Cap sule) finished drug

A, The method validation performed for NDA 203312

products as specified in 15 intadequate. For
example:
1) The firm failed to establish specifications (evaluate, identify, momitor, and test) for 1]':0_ andfor

that are identified on the COA for AP levodopa,
manufactured by N

2) The impurity profile does not imclude lhes- impurities in the finished stability product,

3) The specificity of the test method is not established becauss *rhr:—smdws were not performed under

conditions.

4) P used for lot release and retesting of the earbidopa and levodopa AP is t1u'.-

5}  Water determination using _ for Cilll‘.punt’-mﬁ— was not validated.
6) The firmis not testing for m\:— in the levodopa API during release,

was inadequate. The fimn'

7} The study to determine the
was not determined with a fully validated method because it lacked accuracy and linearity to cover
of Levodopa. tilizing placebo samples (free of
standard,

the validation ranges. was based on
the active) was not studied and no comparison o

EMPLOTEE(S) SICMEATURE

™

Daniel
SEE REVERSE | Walden
OF THIS PAGE | Kim L.

FORM FDA 481 {09i&) FRFVICNIS FiTHIH (85T R INSFECTIONAL OBSERVATIONS PAGE | OF 17 PAGES










DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT ADDAE 55 AND PHENE HUTAREE

1431 Harbor Bay Parkway

DATE(E] OF WEPECTION

81/08/2013 -

O0z/2B/2013+

Alameda, CA 94502-707 P e
(310) 337-6700 Fax:(510) 337-6702 3004182927
Industry Information: wwW . fda.gov/oc/indus try

HAME AND TITLE OF MDIVIDOAL TG WrDM REFORT [SELED

T0: Chungchiang Hsu,

President & Chief Executive Officer

FiFmd Maate

Impax Laboratories, Inc.

FTREET ADGREES
31145 San Antonio Streeat

CITY, $TATE 2P CODE COUNTRY

24544=7805

Hayward, Ca

TYPE EETABLIZRUENT INSFELTED

Drug Manufacturer

Commercial Products

B. Non-suitable test methods are used {0 release finished drug products.

1) During the establishment inspection, we reviewed {ast methods

for eighteen (18) products and found that 100% of

the reviewed methods were not properly validated, For example, accuracy, sensitivity, linearity, LOD, Log,
and/or specificity were not assessed in the method validations. There is no assurance of the reliability of the data
and results generated with the use of the following test methods:

—
Inadeguate Test Methods/Non-Validated Test Methods _
|| Chrematographic
Loss on Purity/Related Content

Product Drying Substances Dissolution Uniformity Assay
Acarbose Tablets | NV Y v 1V IV N
Bethanechol CI

| Tablets v | Iv v v
Bupropion HCLY
ER. (XL} Tablets NV IV 1A% v | IV L
Carbidopa/
Levodopa ER
Tahlets NV 1V IV v v
Fenofibrate

| Tablets v BV IV v |
Nadolol/
Bendroflumethiaz
weTablets | NV v I\ v v |
Colestipol Tablets I | IV IV
Carprofen Tablets | NV 1V IV v v
Tamsulosin |
Hydrochlonde

| Capsules 1V | Y v
Pyridostigmine J
Bromide Tablets v v v w
Terbutaline
Sulfate Tablets NV ]

EMFLOYEEIS) SIGNATURE

Roberts,

Daniel J. Investigator m@%

SEE REVERSE
OF THIS PAGE

Walden H. Lee, Chemist
Kim L. Thomas Cruse, c1zaamis%b%%

DATE ISSLED

02/28/2013

FORM FIDA 483 (09905}

INSPECTIONAL OBSERVATIONS

PREVIR FRITHON TRAGLFTE

FAGE ) OF 12 PAGES










DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMNISTRATION

CISTRICT ADORE 55 AND FRONE NUTEER CwTES) OF INEPECTION

1431 Earber Bay Parkway 01/08/2013 - 02/28/20153+
Elameda, CA 94502-7070 i E
(310} 337-6700 Fax:(510) 337-6702 3004182921

Industry Information: www.fda.gov/coc/industrv

MAME AND TITLE OF mONWIDUAL TO WHOM REFDET (55260

T0: Chungchiang Hsu, Fresident § Chief Executive Officer

™ 1Fia MARE ETAEET ADDRESE
Impax Laboratories, Inc. [ 31145 San Antonio Street
CiTY, STATL, &P CODE COLUNTRY TTFE £ 87 ABLISHRIENT [NECECTED
Hayward, CA 54544-7905 Drug Manufacrurer
f Inadequate Test Methods/Non-Validated Test Methods ]
Chromatographic
Loss on Puriry/Related Content
|_Product Drying Substances [Dizsolution Uniformity Assay
Chloroguin
Phosphate Tablets | NV =
Dipyridamaole [ {
LTab]cts i NV o __J_ _
Loratadine
| Tablets NV B - _ | ]

Primidone Tablets | NV

Orphenadrine |
| Citrate Tablets | NV ) ] |
Oxybutynin HCI
Tahlets ) NY ]
Oxymorphone
L HCITablels, | NV — e : S
NV=No Validation Data 1V= Inadequate Validation Daia o

he analytical methods include, but are not limnited o,
identification; assay; content uniformity; dissolution and related substance. As of 2/8/2013, QC and/or QA
approved and concurred with f these assessmments. The firm continues to analyze and release products

with these methods regardless of the known deficiencies.

[ Lots Released with Deficient Test Methods

Product § Dosage Lot #

HO030371, 10000593,
10004381,10002860,
10002859, 10004380,
10000395, 10001534,

Acarbose Tablets 25, 50, 100 mg H9071531
HOUS1541, 10003129,
Bethanechol Cl Tablets | 5,10, 25, 50mg 10001683, 1000180}
| EMFLOYEESS] SIGNATURE OATE 1S30E0

[D-ﬂi:il':'__' J. Roberts, Investigator F‘E%
SEE REVERSE | Walden H. Legs, Chemist 5 g
OF THIS PAGE | Kim L. Thomas Cruse, f_‘.hemistm%/&_ D2/28/2013
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DIETRICT RO0REEE AMND PHOME SUNWEER DRTE(2: OF MNEFECTION
1431 Harbor Bay Parkway 01/08/2013 - 02/28/2013*
Alamedz, CA  24502-7070 FEINUMELR
(510} 337-e700 Fax:(510) 337-8702 3004182521
Industry Information: www.fda.gov/oc/industry
MARE AMD TITLE OF IMIVILUAL TG WHDM REFORT ISEUED
T0: Chungchiang Hsu, President & Chief Executive Officer
FIRK NAME STREET ADCRESE
Impax Laberatories, Inc. 31145 San Antonio Street
CATY, STATE. ZIF CODE, COUNTAY THRE ESTABLIBHMEMT INSFECTED
Hayward, CB 394544-75905 Drug Manufacturer .
Lots Released with Deficient Test Methods
Product Dasage Lot #
10000516, 10005195,
Bupropion HC! ER Tablei 100, 150, 200 mg | 10003829
10000700, 10000803,
10000804, H2101291,
H9101351, HO101341,
Carbidopa/Levodopa ER Tablets 25100, 50/200 me | HO101351
10001036, 10001037,
10001294, 10001223,
Fenofibrale Capsules 54, 160 mg 10001293, 10002865
10005261, 10003033,
Nadolol/Bendroflumethiazide Tablet 40/5, 80/5 mg 10001642

3) The firm failed to determine the acceptability of test methods prior to using them in the QC laboratory through
formal method transier procedures. The test methods are currently used by the QC laboratory to release raw and
in-process materials, finished drug products, and stability samples. SOP 2ALY-012.07, “Transfer of Analytical
Test Method”, effective on 8/15/12, states in Section 2.2: This procedure applies to the transfer of validated, non-
compendial, analytical test methods from the Originating Laboratory (OL) to the Recefving Laboratory (RL)

(including transfers to and from an Impax laboratory to a contraci laboratory). Examples includes:

Inadequate Method Transfer _—
Product - Test Method o
Loratadine/Psendoephedrine ER Assay, Dissolution, Related
| Tablets Substances -

Assay, Content Uniformity,
Sotalol HCI Tablets Missolution, Related Substances

Assay, Content Uniformity,
Terbutaline Sulfate Tablets Dissolution, Related Substances

4)  Impax uses test methods that are not stability indicating to re-test and release active pharmaceutical ingredients
(API} used in the production of finished drug products. Examples include:

a.  The firm uses USP assay test method (Titration Method) for Pyridostigmine Bromude AP, for raw material
retest. Titration is not & stability indicating method and cannot detect unknown degradants. For example,

Pyridostigmine Bromide purchased from the AP] manufacturer

lat 0000124010 with retest dates (re-

evaluation) of November 24, 2009, were retested by the firm using the USP titration method. This API lots were
used in the manufacture of Pyridostigmine Bromide 60 mg tablets lots H004130 approved June 23, 2010,

SEE REVERSE
OF THIS PAGE

EMPLOVEE[E] SIama T URE

Daniel J. Roberts, Inve:atu;attn:@%
Walden H. Lee, Chemist
Kim L. Thomas Cruse, Chelr.is:MgW

DATE {ESLIED

02/28/2013

FORM FDA 483 (1208

FREVENS EOITHIN (RS ETE INSPECTIONAL OBSERVATIONS

FAGEd OF 11 PAGES










DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMNISTRATION
THETRIC T ATIDARE &5 A%D FHONE NUNBER |

FELS] OF INSFECTICH
01/08/2013 - 02/28/2013+
FE HUMBER

3004182921

I Wi, £
TOOWHOM REPORT | SSUED

HAME AT TITLE OF NG

T0: Chungehiang Hsu, President & Chisf
FIRRE NAME

¥RE ESTAELISHMENT 1N

Drug Manufacrturer

b.  The firm uses USP assay test method for Bendroflumethiazide APl (a titration method) for raw material retest.
Titration method is niot a stability indicating method and canpot detect unknown degradants. For example,
Bendrofiumethiazide purchased from the API manufacturer lot RENZP10027 with retest date (re-
evaluation) of September 4, 2012, and was retested by the firm using the USP titration method, This APT 1ot
was used in the manufacture of Nadolol/Bendroflumet hiazide 40/5 mg tablets lot 10005844 approved
November 30, 2012,

¢, The firm uses USP assay test method for Pseudoephedrine Sulfate API (a titration method) for raw material
retest. Titration is not a stability indicating method and cannot detect unknown degradants. For example,
Pseudoephedrine Sulfate purchased from the APT venclcnr- lot 232382AX10 with retest date (re-
evaluation) of September 1, 2009, was retested by the firm using the USP titration method, This APT lot was
used in the manufacture of Loratadine/Pseudoephedrine Sulfate 5/120 mg tablets lot H909131 approved
November 18, 2009,

REPEAT OBSERVATION

OBSERVATION 2

Control procedures are not established which validate the performance of those manu facturing processes that may he
responsible for causing variability in the characteristics of in-process material and the drug product.

Specifically,

Pertaining to NDA 203312 Levodopa/Carbidopa IPX066

A, The firm's

iere 18 no assurance that the results generated

from these studies are accurate and precise.

Furthermore, the old time data submitted for intermediate compenents and
F

fimshed bulk drug product was not complete at the time of filing this application.

B. -dwiations occurred during the execution of Lhe—.qtudie;; for the finished bulk drug product.

These deviations included the following:

SEE REVERSE! jalden H. Lee, Chemist
OF THIS PAGE |

1
DATE ISSUED
E::\-r—_-ﬁtiga:r.-r’“}%% |
A

2, Chemist # et g
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DEUG ADMINISTRA TION

DIETRICT A0HDHESE SND FHOME MUMBER CuTEfS) OF INSPECT oM

1431 Harbor Bay Parkway 01/C8/2013 - 02/28/2013+
Alameda, CA S4502-7070 FE MUMEER
(510} 337-6700 Fax: (510} 337-6702 3004182921

Industry Information: www.fda.gov/oc/indus try

WAME BRI TITLE OF INDIYIGUAL 10 WHOM REPGHT ISS0ED

T0: Chundchiang Hsu, President & Chief Executive Cfficer

]

FIRM HAME STREET ADORESS

impax Laboratories, Inc. 31145 San &ntonio Street
1Y, STATE, 7P CODE, COUMTRY TYPE ESTABLISHMERT INSFECTED

Hayward, CA 04544-7805 Orug Manufacturer

These deviations were never discussed or evaluated in the validation report,
Cp

Commercial Produc

Established manufacturing process parameters are not always validated.
C. The established sampling plans during process validations are not statistically representative of the haich size. For
example, the firm uses the generic sampling plan to collect 'samp] es from the blender for blend uniformity and
samples for dissolution during compression/encapsulation irrespective of the batch size o its 0:.
million units.

D. The inlet air temperature used during coating to accelerate the drying process of hygroscopic Colestipol tablets has an
established process parameter of."('_‘ and a ta:iet oflil°C in the batch production record. The validation data

only supports a process parameter range ofy “C.
P In 2012, 33 of the 51 Colestipol 1000 mg tablets batches manufactured were outside the validated process
parameter range of °C during the coating process. The firm has received complaints of swollen

Colestipol tablets in 2012,

E. The compression force feeder speed that is used to maintain uniform die fill and compressibility during tablet
compression for Carprofen tablets has an established process parameter nf.RPM in the batch production record,
The validation data only supports a process parameter o RPM.

F. On 1/8/2013 during a tour 01"- warchouse, we observed several in-process materials being stored at the
compounding, blending, and compression stage of the manufacturing process. SOP #20QUA-036.06: Tracking Bulk
Holding Date of Intermediate and Finished Product in SAP states that in-process hold-times in the warchouse are
established at'days. The firm has no scientific data through validation to support the assignes V5.

REPEAT GBSERVATION

OBSERVATION 3
There is a failure 1o thoroughly review any unexplained discrepancy and the failure of a baich or any of its components to
meet any of its specifications whether or not the bateh has been already distributed
There is a failure to thoroughly review and document unexplained discrepancies Fxamples include:
A, The cleaning solution rinse water from the Sampling Thief-3ft &was tested on 07/25/2012 and unknown
peaks were identified on the HPLC chromatogram. There is no deviation report, investigation, or rool cause

assessment for the unidentified peak ohserved in the HPLC chromatogram from this test. The sample was re-
injected twice and re-vialed without documentation.

Specifically,

FUPLOYEL[S) SIGHATIRE | DATE ISEUED
Daniel J. Roberts, Investigator _K%
| Walden H. Lee, Chemis -
SEE REVERSE | Walden ee, A 02/28/2013
Iuse, Chemist
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION
THETres T ADDAE 55 MG PRCHE MoWEER TATE(S) OF TNSFECTIGN

1431 Harbor Bay Parkway 01/08/2013 - 02/28/2013+
Alameda, CA 94502-7070 TERN A

i510) 337-%
Industry Information: www.
RAME AMD TiTLE OF INGIWIDAL T0 Wik O RERGRT FSS0ED

3004182921

T0: Chungchiang Hsu, President & Chief Executive Officer
FIRK HAME £TREET ADDRESS
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B. —cnmp!aints from -dffft:rcm lots were received for broken tablets of Carprofen 75mg and Carprofen
100mg between September and November 2012. During the investigation of these complainis, broken tablets were
confirmed in Y of the{ilffcomplaint lots. In addition, [JEMMbroken tablets were also observed in the Carprofen
100mg fot HO010072 during 104 week stability sample testing. The investigations failed to identi fy the root cause and
siated that broken Carprofen tablets are a known ocourrence.

€. Deviation PR ID #: 1302 was mitiated to investigate condensation and clumping in-drums of RM-5344:
Pyridostigmine Bromide, USP, lot 0000001913, This API is hygroscopic, thus sensitive to temperature / humdity, The
deficiencies in this investigation report are as follows:

1. Itfails to address (he impact of the warchouse storage conditions especially since the lirm does not monitor
humidity in the warchouse,

2. This deviation report fails to explain why assay for Pyridostigmine Bromide, USP, lot 0000001913 was nat
petformed prior to use to manufacture finished drug product: Pyridostigmine Bromide 60 mg tablets lots
10003307 and 10003308,

OBSERVATION 4

Appropriate controls are not exercised over computers or related systems to assure that changes in master production and
control records or other records are instituted only by suthorized personnel

Specifically,

Pertaining to NDA 203312 Levodopa/Carbidopa IPX066
A, The software that controls the used
for NDA 203312 Rytary (IPX066) were naot - Inese msiruments/equipment were used to analyze The NDA
product. The firm did not validate the instruments data integrity acquisition system to ensure that analysts cannot re-
write or delete analytical data during analyses. Data audit trails are not maintained and instrument audit logs are not
saved. These instruments generated data for the NDA submission.

Commercial Products

B. maoisture analyzer and UV specirophotometer are used for raw material and finished product release
testing. The firm did not validate the instruments data integrity acquisition system to ensure that analysts cannol re-
write or delete analytical data during analyses. Data audit trails are not maintained and instrument audit logs are not
saved. These instruments are used in the quality control and research and development laboratories,

C. The in-process weight checks performed during the compression and encapsulation process are performed on
equipment scales that allow all production personnel 1o alier dates and time when performing these in-process
weight checks. In addition, the hardness test machinm—allows for printing of tablet

I ERPLOYEES ) SIGNATURE | DATE ESEUED
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Hayward,

hardness raw data results durin g in-process testing. Howaever, the firm has never enabled this 1 unclion, hence does
not have or store Taw data of this operation during production or process validations.

OBSERVATION 5

Written procedures for cleaning and maintenance fail to include description in sufficient detai] of methods, equipment and
materials used, description in sufficient detail of the methods of disassembling and reassembling equipment as necessary 1o
assure propey cleaning and maintenance, and parameters relevant to the operation,

Specifically,
Cleaning procedures and operations are deficient. Examples include:

A. The cleaning validation protocel failed to address the swab Jocation and the swabbing technique on manufacturing
equipment during cleaning validation.

B. Swab studies have not been performed to determine the best swab for maximum recovery of active ingredient and
other chemical residues afier the cleaning operation of non-dedicaled manufacturing equipment.

C. There's a failure to establish scientific rationale for the use of 99% Isopropyl Alcohol as a cleaning agent an
production equipment used to manufacture finished drug products,

D. During the cleaning validation of Terbutaline Sulfate, two (2) lots {loti 208 04, lot¥ 20904) failed maximum
Terbutaline Sulfate chemical product carryover after the initial cleaning process from the spray
gun. The equipment was re-cleaned and the incident was never discussed in the cleaning validation SUTUTALY report,

E. Equipment swab locations performed during the menthly routine cleaning monitoring do not always include the
most difficult to clean equipment parts specified in SOP 2VAL-001: Cleaning Verification and Validation
Program.

1) For example, not all difficuit 1o clean equipment parts included in this procedure are tested during
monthly routine cleaning monitoring. The Valve Seat and Outlet Grate parts specified for routine
sampling on the are not performed. Additionally, SOP 2VA[L-001- Cleaning

ferification and Validatian rogram does nof include the cleaning verification of non-dedicated
sampling thief used for sampling muliiple raw materials and APIs.

F. On 1/1172013, during a tour of preduction area in - we ohserved the storage of loose rayon ball swabs
used for swabbing cleaned many facturing equipment for the evaluation of AP and chemical residue in a glass
beaker. These rayon bali swabs expire within seven (7) days from the date they are removed from the vendor packaged
plastic wrap and the firm does not document the traceability of these swabs through documentation of vendor

cxpiration dates,

G. SOP # IMFG-002.17: Cleaning Procedures for Processing Equipment that describes the preparation of in-house cleaning
agents (diluted 1s inadequate because the preparation of this cleaning agentis not documented. A batch
record with manufacturing instructions, lot numbers and expiration date have not been established for this process,

EMPLOYEE5) EIONATURE DATEISEUED

Daniel J. Rokerts, Irnivestigator %
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OBSERVATION 6

Batch production and control records do not include complets information relating to the production and control of each
batch.

Specifically,
A. Start and stop times for critical process parameters (CPP) are not recorded in the batch record during production

operation. For example, the start and stop lime is not documented for Pyridostigmine Br CPP during pre-blending
and final blending that affect blend uniformuty,

B. API Assay results are not always used to calculate the amount of active ingredient needed 1o manufacture a given
batch of drug products. For example, during the manufacture of Pyridostigmine, Tamsulosin, Colestipol, Carprofen,
Fludrocortisone, Primidone, Promethazine, Fenofibrate, Dipyridamale, Galantamine, Terbutaline, and Oxybutynin;
the amount of active ingredient to add during manufacturing is determined by a theoretical value of and not
the actual potency value.

€. There isa failure to maintain raw data during in-process parameter checks for tablet hardness and thickness. For
example, all batch records and process validatons reviewed during the El do not have raw data printouts for
hardness and thickness.

OBSERVATION 7

Reports of analysis from component suppliers are accepted in liew of testing each component for conformity with all
appropriate written specifications, without establishing the reliabilily of the supplier's analyses through appropriate validation
of the supplier's test results at appropriste intervals,

Specifically,

The firm does not perform testing of raw materials for conformity with all written specifications reported on the vendor's
Certificate of Analysis (COA). They only perform limited testing and have not established the reliability of the supplier's test
results, The firm has no documented justification for not performing all tests listed on the certificate. For example:

Pertaining to NDA 203312 Levodopa/Carbidopa IPX(66

A, For Carbidopa lots used to manufacture NDA lots
the firm has not performed
The firm has not established the reliability of the vendor's analyses for this test.
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used to manufacture NDA lots
the firm has not evaluated the presence of the
ability of the vendor's analyses for this test,

B. For Levodopa lots

C manufacturer
312, the firm did not perform tests such as
he firm has nat established the reliability of the
vendor's analyses reported on the COA for these tests.
n. used in the submission lots, NDA 203312, the firm did not
as reported on the manufacturer's
COA. The firm has not established the reliability of the vendor's analyses reported on the COA for these tests,
E. manufacturer's Jats
respectively, the firm did not perform the
The firm has not established the reliability of the vendor's analyses reported on the
COA for these tests.
OBSERVATION 8

Drug products are not stored under apprapriate conditions of humidity so that their identity, strength, quality, and purity are
not affected.

The firm stores hygroscopic drug products, such as Pyridostigmine and Colestipol, in warchousc.md wal'e]‘n.m_lsc.w'n]mul
establishing contrel limits and monitoring procedures to prevent product degradation from moisture,

OBSERVATION 9

An annual report did not include a full description of the manufactiring and control changes not requiring a supplemenial
application, listed by date in the order in which they were implemented.

Specifically,

A. SOP has not been established describing or referencing the criteria for filing changes being effected (CBE) or prior
approval supplement submissions.

B. Change in humidity specification from '{H lu-{H during production for Pyridostigmine was not addressed
in a Changes Being Effected (CBE) submission or in the 2004 Annpal Report submission to the Agency.
Pyridostigmine is a hygroscopic drug product,

C. Change in final blending time fmm.minuie:: 10-minmes during production of Pyridostigmine was not addressed
in a Changes Being Effected (CBE) submission or in the 2004 Annual Report submission to the Agency. The
increase in blend time was changed to improve blend uniformity.
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OBSERVATION 10

Procedures describing the warchousing of drug products a

Specifically,
SOP ZWHC-004.14: Staging & Allocating Manufacturing

location o drums of raw material Copovidone lot
in the electronic enterprise resource planning managemen

REPEAT OBSERVATION

resource planning system is used to document the locetion,

On 1/10/2013, we requested printouts from the electronic ente

L system.

re not followead.

Materials in Section 4.3 states that the elecironic enterprise
transfer and movement of materjals in the warehouse,

rprise resource planning management system. The status and
0000000881 that were stored in the warehouse were unaccounted for

OBSERVATION 11

Written procedures are not followed for evaluations do
complaints, recalls, returned or salvaged drug pr
Specifically,

product reviews will be completed withi
example on the most recent annual product rev,

between

ne at least annually
aducts, and inves

SOP 2QUA-040.06: Annual Product Review that describes the review and
n‘—nonrhs after the end of the review peri

Was not complete (approximate]

and including provisions for a review of
figations conducted for each drug product.

approval of APR states in Section 5.1.5 that annual
od. This procedure is not fullowed. For
lew (APR) for Bupropion Hydrochloride Extended Release 100mg
months afier the due date),

OBSERVATIONM 12

Employees engaged in the manufacture and processing of

their assigned functions.

Employees involved in all aspects of production and an
their duties, see OBS 1-11.
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