FHARMALE

Judith A. Putz
Compliance Officer

Food-and-Drug Administration
Detroit District

300 River Place, Suite 5900
Detroit, Ml 48207

Dear Ms. Putz:

This is in response fo the Warning Letter (2008-DT-05) that we received from the
Director of the Detroit District on October 31, 2008.

We recognize the seriousness of the violations and we would like to confirm that we
have taken appropriate actions to correct the deficiencies in order to ensure
compliance with the regulations.

The specific actions to correct the violations described in the warning letter are
described in detall in the enclosed document. The document consists of a
comprehensive and detailed analysis and explanation of completed and in progress
corrective actions {o ensure compiiance The corrective actions that have been

our pledge that the quahty of our products will not be compromlsed We believe that
these corrective actions will alieviate the agency's concerns regarding the company’s
compliance history, the serious nature of the observed violations, and the risk fo
consumers.

We responded to each of the items cited in the warning letter. In addition to the
corrective actions, we have made companywide changes that include the following:

e We hired an experienced individual from the pharmaceutical industry as the
new Director of our Quality Control Unit to oversee management of the quality
system.

¢« We are also in the process of hiring another experienced individual as the new
Quality Assurance Manager.

» We expanded the scope of the in-house Regulatory Compliance group to audit
all corrective actions based on previous inspections and external and internal
audits.

e Implementation ofGNNRNRoaG i e fink
by end of first quarter 2009 whtc tracks all 'altty controt systems and will be ( \ﬂ€>
integrated within ougg ) )
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« Our Quality Review Board has implemented increased oversight of the Quality

Unit through biweekly meetings to monitor and review compliance related
issues, investigations, and other pertinent information.

e The corporate quality group of&i
effectiveness of the quality systems.

« We are in the process of engaging the regulatory consulting group of 4§

¥ as our outside consultant to conduct a comprehensive review of the quallty'”

systems implemented and provide any further remediation needed in our quality
management system.

¢ In the last three years we made a considerable investment in human capital,
We hired gi#fpeople in quality and §###h manufacturing.

o We acquired new equipment and systems to improve compliance and quality.

o Extensive and repetitive training of manufacturing and quality personnel

We would like to address the agency’s concerns about our plans for expansion while
we are also focusing on improving our compliance. The scope of the expansion at
present is not to infroduce new molecules (products) into the facility. Our expansion
project actually allows the consolidation and modernization of our manufacturing
activities as well as allowing executive management to be located in the manufacturing

w will also help fo monitor the

facility. The primary function ¢f expansion is 0 improve the operatior.

In order to alleviate FDA's concern we will delay moving any production related
activities until after we have successfully implemented our ¥ system. Our plan
would remain to move our dlspensmg and storage of raw materials from a separate
facility to provide seamless moving of material and product in the same building. This
would enhance CGMP compliance by having the proper space allocation for these
operations. We would also move executive management, accounting, and
administrative functions in the building to coexist with the entire manufacturing
operation. When we move the remaining production areas to the new area, we believe
that our CGMP compliance would be further enhanced for the following reasons:

e More automation to reduce human inferventions
* Man and Material movement for unidirectional flow
¢ Avoid unnecessary movement

e New equipment for better performance, easier cleaning, and
maintenance

e New HVAC systems for controlling environment and air flow

(%)
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o Improved-space planning to further avoid potential cross contamination™
¢ New finish for better cleaning

Our goal is to become a model of compliance. We would like the opportunity to

.................................................................................. diSCUSS Our ac‘ﬁon plaﬂ to Convey Our Sense Of U[’geﬁcy and add{ess any remaini?}g

concerns from the agency. We would like to meet with you and your colleagues. | will
contact you next week to set up a meeting.

Sincerely

W —

Daniel Movens
Chief Executive Officer

 Caraco Pharmaceutical Laboratories, Ltd
Enclosure




Response to FDA Warning Letter issued October 31, 2008 to

Caraco Pharmaceutical Laboratories, Ltd.

inspection Date: May 1, 2008 to June 11, 2008
~orm FDA 483 Issued June 11, 2008

Caraco has carefully reviewed the Warning Letter issued to Caraco Pharmaceutical Laboratories,

—kid-We-have addressed the-specific-observations-and-comments below: -

- WARNING-LETTER ITEM 1

Failure of the Quality Control Unit (QCU) a) to review and approve all drug product

production and control records to determine compliance with all established, approved
written procedures before a batch is released or distributed and b) to thoroughly
investigate a batch or any of its components not meeting any of its specifications and
extend investigations to other batches of the same drug product and other drug products
that may have been associated with the specific failure [21 CFR § 211,182].

‘QCU failed to fully investigate the contamination of Tramadoi HCI, 50 mg tablets, lot

« ¥ i and Metoprolol Tartrate USP, 50 mg tablets, Iotm On February 19, 2008,

)Q‘?) Tramadol HCI, lot i was found contaminated with Metoprolol Tartrate. On February
. 25,2008, Metoprolol Tartrate USP, lot RS

a)

8 was found contaminated with Metformin HCI. .
More than two months after the contamination issues were discovered, the Directory of
Quality provided only a draft investigation for the Tramadol HCI tablets and no information
for the Metoprolol Tartrate tablets investigation. Rather than extending the investigation of
two, closely-related, confirmed incidents of contamination of lots that were not released, to

 Hther potentially impacted drug products, the QCU placed these investigations into a low

" priority status, without isolating the source of the contamination, and continued releasing
drug products from the same time period in which the two cross-contaminated lots were
processed.

Your Juiy 10, 2008 response regarding the failure to thoroughly investigate discrepancies
and out-of—specnﬂcatlon (OOS) resuits states m part that products under investigation
(LA were “gin ) i e e We note

- sngmflcant madequames in your response, mcludmg mconsustenmes with other
explanations you provided previously during the inspection. First, none of the other drug
products that may have been associated with the same failure during the cross-
contamination incidents (i.e., Jan 2008) were placed on QA Hold or rejected (e.g.
Carbamazepine, Citalopram HBr, Baclofen, Minocycline HCI).

CARACO RESPONSE A

The twotots associated with the cross contamination incidents (i.e., Tramadol HCI, 50mg Tabtets
B - nd Metoprolo! Tartrate USP, 50mg Tablets, lot ¥l were placed into rejection at the
t;me of the discovery of the cross contamination. These lots have been destroyed. (Attachement
1) Due to the nature of the contamination, with the material being substituted, it left the
investigators with the impression that it was an isolated incident and no other products were
affected. Inventory adjustments made by the Dispensing Manager that were the approximate

bY. \)
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Response to FDA Warning Letter issued October 31, 2008 to

-—Caraco-Pharmaceutical Laboratories; Lid.

amount of the calculated contamination further supported the investigator's position of being an
solated incident. The investigation reports were previously submitted.

[ L&\(Attachment 2), which has been revised to mciude a checklist of requ1rements whzch must be

7 “signed prior to batch release. One of these requirements is to ensure satasfactory closing of any
open incidents.

In addition, Caraco SOP #j B b (Attachment 3),
7}{ @}and the associated-Fornry i h e been revised to include a formal
assessment of the product qua |ty |mpact on other lots. ThIS assessment will be completed as
soon as an incident has occurred and been reported to the Quality Engineering Unit (QEU). This
assessment will be approved by the QA Manager and will be included in the investigation file.

L} { shi‘) SOPEMIE: contains detailed procedures for how to perform investigations, how to extend
investigations to potentially impacted products, what needs to be taken if some products and
marketed released products are potentially impacted. It also specifies the extension of
investigation o various activities including equipment, personnel, methods and materials, as
necessary. The SOP also requires an evaluation to determine if any repetitions relative to incident
type, product and/or personnel are involved.

LM{}AS part of our revised SOP %l an interim investigation report will be prepared to summarize the
on-going activities and an approved product quality impact analysis will be attached to the
wxtension request before an extension is granted. All the granted extension requests will be

" reviewed by the Quaiity Review Board (QRB). Need to verify the SOP

Muy SOPY lkincludes the need for root cause and if not possible then the most probable cause must

——be detailed-and-the-appticable CAPA identified:

In addition Caraco's Quality Review Board (QRB) which includes the CEQ, heads of Quality,
Regulatory Affairs, Manufacturing, Human Resources, Purchasing, and Sales Operatlons has
implemented an increased oversight of the Quality Unit.

Ml reports are provided by Caraco's Quality Control Unit to the QRB, which indicates the

of core quailty s stems. This requirement has been included in the updated Caraco SOP

i (Attachment 4). Included in this information is the current
mvestlgatton status pertaining to the current total number of incidents, status of outstanding;

Qb\)i ‘?} number, type and products with incidents and compiaints generated; and the number of
investigations that are open beyond ﬁ days. In addition, a status report of active process
improvement projects designed to reduce the number of incidents is also provided to the QRB.
Caraco started conducting Quality Review Board meetings in June 2008 on am_basis and
intends to continue these meetings in the future as well.

. As indicated in the Dbl <ttors issued to the FDA, Caraco has recently implemented changes
i within the Quality Assurance Department that places additional Quality Auditors within each of the
?\5 mnanufacturing and packaging areas throughout the daily operations. This change provides QCU

Page 2 o 11/24/2008



Response to FDA Warning Letter issued October 31 2008 to
Caraco Pharmaceutical Laboratories, Ltd. '

representation on the production floor for immediate identification and reporting of any potential
‘ssues.

Since the inspection we have expanded the scope of the investigation in an effort to determine the
—SOUICE and extent of the potential contamination.. We have tested §ililots and reviewed the _
\.} applicable records for the products manufactured during the same period. Them-iots dispensed
o3 %ﬂ’\ —dufing-the period-in guestion that could-have been.potentially impacted were identified-and placed .-
on QA Hoid. For iots that had already been released to the market at that time, any remaining

inventory was placed on QA Hold untii the investigation and testing confirmed that there was no

cross contamination on finished product with no impact on the quality of these lots The test was

performed by employing methods capable of detecting low level specific contaminants. We also

tested representative samples of lots produced one month prior to the period in question and one

month after the incident (Attachment 5).

Caraco is also in the process of developing and implementing an automated quality system -
Quality Management System- (QMS) within Caraco's Enterprise Resource Planning (ERP) system
to further ensure that:

¢ outstanding incidents are addressed in a timely manner

e productis not released with an open investigation or any other issues

¢ trending of complaints and incidents will be tracked

This program will include core quality systems, such as incidents, corrective actlons-" g * {b ‘“5\)
market complaints, change control, and QA Hold and Release (integrated with our ERP system)

The system is in the final stage of development, and will undergo primary user review in
December. It is expected fo be implemented and validated at Caraco by the end of February
2009.

Second, your response to observatlon 1A (from the FDA-483) states in part that the two
cross-contammatlon nvestit i )
\)U@) o i _ Our mvestlgators
/. were provided w1th a draft incident report for the Tramadol HCI investigation, which had
not been reviewed by your Director of Quality (until approximately four months after the
cross-contamination incident), and your firm had not started an incident report for the
Metoprolol Tartrate mvestlgation Approved extensions to the investigations were not
granted by your QCU.

CARACO RESPONSE B
_ We agree that an extens;on was not provrded in a timely manner However as dtscussed above

x )u ‘} we have enhanced our " " ' A # and the process

~ 7 fo assure compliance. The Quality Engmeermg Unitis respons:bte and accountable to assure
compliance. Going forward this is an agenda item during the biweekly review by the Quality
Review Board. Specific comments and action steps will be appended to any incident deemed
critical at the review meeting. At this time, there are no incidents or corrective actions that fall
outside of the SOP requirements for approved extensions.

Page 3 - 11/24/2008



Response to FDA Warning Letter issued October 31 2008 to

““Caraco Pharmaceutical Laboratories, Ltd."

When the incidents were initiated by the lab for the two cross-contaminated lots, the
mnanufacturing investigations were started concurrently with the {ab investigations. The Tramadol
incident was generated on 2/18/08 and the Metoprolol Incident was initiated on 2/25/08 each

within 24 hours of the laboratory report.

The preliminary i'r'i\"/estigations were assigned to the heads of the Di'é'pén'sing and Manufacturing
- -Departments.in.order to determine.-the source of cross contamination within_each department

During this same timeframe, laboratory investigations were being conducted by identifying the
exact contaminants in each product. The contaminant in the Metoproiol Tartrate !ot took Ionger to

e a product sample had 1 besent to"an outsnde testing facility _
° pevaluation.

E - e If the Laboratory Investigation Report (LIR) conﬁrms the out—of-

_ specn‘:cat n results, then typically an incident Tracking Sheet is initiated at that time. Due to the
significant concentration of impurity found in the initial laboratory testing, an Investigation Report
(IR) was initiated nmmedsateiy by the QC laboratory. The sequence of events for each lot is as

follows:

Tramadol, lot- Al Metoprolol, lot 45l

e 02-18-08 ‘ 02- 2508

Date MOC Initiated (MOC aig ——
" 02-19-08

Date LIR Initiated _ (LIR G
Date LIR Approved 05-02-08 05—02-08
Date Investigation (IR) 02-19-08 02- 25 08
Initiated NS G
Date Investigation oa. o _
Completed . 05-28-08 05-28-08 (b)(@
Date Investigation Approved 06-15-08 06-15-08

R TATIN)
At each stage of the investigation, additional evidence was being gathered to support a root cause
determination; however the draft had not yet begun on the actual investigation report, which is
what the FDA Inspector requested at the time of the inspection. As discussed above, The SOP is
revised to require an interim report of on-going activities prior to any extensions being granted.

We recognize the need to enhance our investigation procedure to facilitate prompt follow up and
completion of investigations as specified within the investigation SOP. As such we have

Page 4 11/24/2008



Response to FDA Warning Letter issued October 31 2008 to
“Caraco Pharmaceutical Laboratories, Ltd."

- restructured the QCU to have a dedicated group of personnel whose major responsibility is to lead
and conduct investigations, monitor'§y rogress and implementation. The head of this group is ( @M\,
responsible for preparing the report on af B basis for management review. The manager of =
this group will attend the QRB meeting to clanfy any significant issues. A note will be appended to

.. the investigation file to document actions taken. One of the significant points that will be discussed
at the meeting would be adherence to the SOP. The Quality Review Board will take action as

------ deemed necessaryif the procedure -has not been consistently followed. to.correct our
investigations.

In addition, your response regarding the failure to extehd the investigation to otnér drug
products is troublesome. When discussing the issue of extendlng the mvestigat!on fo
other_dru‘g‘products your response states mpart ‘S T {L L{\>

ol i _ _ o Rl Your release est methods
are not val:dated for the detection of every potentla! contammant and have not been
demonstrated to be suitable under actual conditions of use {e.g. detection of any low level

contaminant}; therefore, we do not agree with your statement and advise you to fully

investigate discrepancies and OOS results with reliable test methods that are validated for
their intended purpose.

CARACO RESPONSE C

Our analytical procedures are designed for the testing of the applicable product quality
_ parameters. The methods are qualified and validated with this intent. It was never our intention to
ise release test methods to identify cross-contaminated product and we agree that our release
testing methods are not validated for the detection of other active ingredients at low levels or for
that matter at any level. However, we would like to note that when extraneous peaks are detected
in our analysis we would take appropriate action as indicated in this instance. We also agree that

there is no single validated method that candéetect the contamination from all other drug products
produced in our facility. However, for this investigation we used a combination of 5 different
methods to confirm the absence of APl contaminants in products that were manufactured during
the timeframe of January 25 to January 29, 2008 (Attachment 6 pages 14, 15, and 16).

Subsequent to the receipt of the warning letter, the suitability of the methods for the intended
purpose of detecting the contamination of ﬁdrug substances was verified by injecting low-level

drug compenents (limit of detection study). The combination of% different HPLC methods was .
deemed to be suitable for this investigation to separate and detect the “drug components at Iowéﬁ#}{ \}i
levels, up to ; ), (Attachment 7). The spec:n‘tc:lty of the methods in @ different
conditions was already estabilshed during the June 19", 2008 investigation with a me
standard injection.

The cross contamination investigation was expanded to § suspected batches (including: them
known contaminated lots) of 4iidifferent types of products utilizing @ different methods (please 5
refer to pages 1 and 2 of Attac ment 6). At the end of the completed study, only the two products }i
were found to be cross contaminated; which were Metoprolol Tartrate lot # g (L
Metformin as contammant in Metoprolol tab!ets) and Tramadol HCI lot #

Page 11/24/2008



Response to FDA Warning Letter issued October 31 2008 to
Caraco Pharmaceutical Laboratories, Ltd.

contamination peaks. Also, no extranecus HPLC peaks were detected during QC release testing,

which includes Assay and Related Substances, performed using the validated test procedures of

the other lots that were dispensed /manufactured between 01-25-08 to 01-28-08. This

demonstrates the integrity and quality of the products manufactured/dispensed during the
e AIVESTigated time period were not compromised. : i

that may have occurred due to any reason Chromatographic condltlons were selected whlch
detect the compound of interest and sensitivity and selectivity were established. In case a criteria

was not suitable for this condition then an alternate method was used that met the requirement for
selectivity and sensitivity. Analysis was performed using the above approach and a total of ten
experiments were run to select a proper method as per above criteria and to detect contamination
of API dispensed during the suspected period. The result of the analysis with these methods was
reviewed and no cross contamination was observed.

We have also expanded the scope of our investigation fo analyze retained samples manufactured
one month prior fo and one month after the incident. There were no extraneous peak detected,

~Attachment 8 Experiment #2).

~ In addition to the testing, Caraco’s Quality Control Department has already reviewed the assay
chromatography and the impurity chromatograms for all lots dispensed three months priorto and
three months following the cross contamination incidents in January, 2008. This review was to
verify that none of the lots had out-of-trend impurity values or additional unknown peaks. . No

. extraneous peaks or out~of-trend impurity values were found Attachment 8 Experiment #1.

art “

The response also states in 1

The scope of the products potentlalfy 1mpacted did not become

Known until approximatelygiilémonths after the incident began and three months after

confirming the OOS results. Failure to conduct investigations in a timely manner and to

extend the investigations to other drug products that may have been impacted by the same
~failures while investigations of confirmed cross-contamination {(without a probable root
cause identified) were ongoing demonstrate the failure of your QCU to provide adequate
oversight and ensure procedures are followed. Please note that as significant time
elapses, investigations become more challenging. We note that your firm documented

CARACO RESPONSE D

We agree that the timeliness of investigations required improvement and we have taken specific
action to invest in human and system resources to prevent reoccurrences. We want to emphasize
that we realize that it is not in our organization’s or the consumer’s best interest to delay timely
completion of these incidents. Over the past several years, Caraco has made many process
improvements to the incident process in order to improve our quality system compliance.

Page 6 i o 11/24/2008



Response to FDA Warnmg Letter ;ssued October 31, 2008 to

| Currently our Quality Engineering Unit is tracking all incidents and an electronic message is sent

to the Quality Unit team for any incidents that are approaching the fi#§day window as per our .
current SOP. The CEO and Regulatory Compliance also receive a copy of the message. b}(g‘—\)

| ”'Fﬂdiiowing a Caraco Quality Review Board meeting in April 2008, Senior Management decided to

make.several changes to the organization of the Manufacturing and Quality Departments.

Effective May 1, 2008 (the first day of the FDA inspection), the Technical Services Department,
responsible for incident investigations at the time, moved from Manufacturing to the Quahty

fraining that was provided intemally, by the

)

Department, becoming the Quality Engineering Department.

As stated in the June 19, 2008 letter to the FDA and the July 10, 2008 response to the FDA-483,

the number of personnel within this department increased from Yiliigsétisg including a new Quality {/i; \5{&
Engineering Manager. This department is now fully staffed with#§i new senior level investigators '
(i.e. Sr. Quality Engineers), adding needed experience to the investigative group. The Quality
Engineering Depariment is providing ownership of the incident process, relative to timeliness and
foliow-up on afl outstanding investigations. In addition, the Quality Engineers are able to address
incidents as they occur, ensuring consistent direction is provided for the subsequent investigation.

~ Ownership and accountability with authority to perform this function is duly accorded to this

~department. The company will take disciplinary action up to and including termination for any non-
compliance.

. If an investigation exceeds udays a justifiable reason will be documented in the extension 5 b &z\)

equest form and an interim impact report will be generated. The approval or denial by the Qual;ty
Engineering Manager will be based on the validity of the reason provided.

We have also observed improvement in the quahty of the 1nC|dent investigations based on the

- Wil and through external seminars, { oY 5()
Although we are still in the early stages of mplemen’ung the changes, the number of incidents
generated (i.e. incident rate has decreased based on the corrective actions to date and analysis of
the trends that developed out of the day o day operation) have decreased significantly.

We are confident that we have created a process and organizational structure that will ensure that
this quality system is expected to result in eliminating the discrepancies identified in previous FDA
inspections.

which requires the approval of any incident

Rather than following SOP¥ ‘ _
, your QCU: { ef»f}(_%\‘;

report (IR) before the batchc

be
i released " i bottles of Methimazole Tablets, USP, 10 mg, lot§l which at the
time had an open investigation for equipment failure, and

18 released two products, Tramadol HCI tablets (lots il nd«msyaand ,
Tramadol/Acetaminophen tablets (iot‘ which at the time had an open (b ﬁ é‘f\)
investigation for a shortage of ¥ of Tramadol drug substance (the raw
material reconciliation limit is .

Page 7 11/24/2008



Response to FDA Warning i_etter issued October 31 2008 o
Caraco Pharmaceutical LaboratOrles, Ltd.

Your July 10, 2008 response regardmg the iack of adequate investigation mto instances of
raw material reconci
investigation wa
e AlS 0 State that “H

unless an extensuon is granted your mcsdant report is dated Apnl 1, 2008 an" I
extension you refer to occurred on July 9, 2008. Your firm does not provide adequate
‘rationale to justify the decision of your QCU to disregard these procedures to ensure
discrepancies are thoroughly investigated and investigations are completed before
product release.

CARACO RESPONSE E

ﬁ&\} These%ncidents, noted above by the FDA investigators, were isolated. One was the result of a
kw‘ human error (Methimazole) and the other was based on a review of the analytical results and
manufacturing records of the Tramadol lots. :

Some of the Methimazole product had inadvertently been missed when the product was being

placed on hold. The lots of Methimazole were placed on hold as required by the QA Supervisor.

_We have reviewed the Supervisors file and found no such incidents relating to this type of

W ISSIOI’I Caraco has revised SOP % i (Attachment 9), to include the requirement

(j@b hat any QA Hold issued to a lot that had been prewously released to the market, must include the

Lot wise ftem Trace Report for each lot placed on QA Hold. We will also confirm the number of

units released to assure that the entire packed products are accounted for. The QA Supervisor will

confirm the lots placed on hold, sign the report and attach it to the QA Hold Tracking Sheet.

- This change will provide a secondary verification that does not currently exist for this specific and
rare situation where commercially released lots are placed back into a QA Hold status. A copy of
this signed Lot wise ltem Trace Report will be sent to both the Distribution Department and the
Sales Department as an additional control.

. For Tramadol we determined that there was a shortage in inventory after the Tramadol lots were
already released. These lots were ailready released with no incidents open at the time of release.
We reconfirmed that the assay results were normal forthese lots. The assay for lot number

.f'" i
(L) _
Caraco has a procedure, SOP W(Attachement 2) i ' ,

. which has been revised to include a checklist of requ:rements which must be szgned

atch release. These requirements mclude the satisfactory closing of any open incidents.

P

In addition to the checklist verification, which requires that all documents necessary to release a
batch including a copy of closed out incidents/investigations are verified, an electronic system will
be functional by the end of March 2009. Presently Caraco is in the process of developing and
‘mplementing automated quality systems (Quality Management System- (QMS) within Caraco's

Page 8, 11/24/2008



Response to FDA Wammg Letter |ssued October 3, 2008 to

_ ‘@M 'system) to further ensure that outstanding incidents are addressed in a timely manner and
that a product is not released with an open investigation or any otherz sues. This program will
T L;:} include care quality systems, such as incidents, corrective actions ( i, market complaints,

;) change control, and QA Hold (integrated with our ililsystem). Furthermore the QMS will tie

into the QA release function, thus ensuring more thorough oversight of critical quality aspects at.
the time of lot release. As discussed above, Caraco has taken several steps to prevent the
..reoccurrence of this type of incident.

We realize that it appears that we did not follow our SOP on release on Tramadol with

Acetarminophen. The shortage on Tramadol was discovered during our guarterly inventory
recongiliation process on April 1, 2008. Tramado! with acetaminophen was awaiting final release.
The release decision for this product was based on the fact that the assay for this product would
\§ Lx be increased by approximately ? if the I zhad been added to the product, and it was
v determined that the ot was not affected by our discovery of the API| shortage.

The risk assessment which included a review of our controls at various process steps in
manufacturing and the testing of the product conveyed there was no impact to the quality of the
product. The incident was related to the inventory of the APl and was not an impact on the product

Also we have gone through a rigorous GMP training since this incident. During the training it was
emphasized to the Quality Control Unit personnel that failing to follow the procedure is not
_ acceptable {Attachment 10).

c) Your QCU failed to fully investigate and close incident reports from March 2007
concermng content uniformity failures for Metoprolol Tartrate tablets (lots 3l
Flisted as rejected), andfromAugust 2007, concerning dissolution failures for

7t Carbamazepine tablets USP {lots ¥ ST . As of May 2008, the réports
- were mcomplete WIth no information for the manufacturmg investigations.

CARACQ RES F’ONSE F

We acknowledge the lack of timeliness in our investigations of these issues. Please referto
Caraco Response D for our actions in preventing these types of human errors in the future

The dispositions of the lots mentioned in the observation were rejected and awaiting destruction
(Attachment 11).

d) Your QCU failed to ful

shortage of il s -

meet the raw material reconcr!ratlon limit . Your mvestlgatlon did not expand to other -
_ L&\) :
quality.

pro di ensed o th 'e day, specu aied without justification that ‘WS
B K"’ and concluded that there was no impact on product

 CARACO RESPONSE G
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~ Response to FDA Warning Letter issued October 31, 2{}08 to
~ Caraco Pharmaceutical Laboratories, Ltd. B

'n review of this particular incident file, we concur that the depth of analysis of this incident did not
meet our current investigative standards. The investigator who had drawn this conclusion is no
longer with the company. To assure a complete investigation as per our SOP, Caraco initiated an

%:}ddmnnal incident (reference ¥ (Attachment 12) to repeat the investigation in a manner
; consistent with current methodologies, including the proper assessment of potentially impacted

lots. o

The updated investigation concluded that three possible probable causes exist. The guantity of

\t ‘&}‘ the lot was )

the missing Citalopram raw material is within the range f the contamertare weight

values seen for this material. The revised root cause analysis thus indicates that it is possible that
“the dispensing operator tared the material container twice during the dispensing operation, which

caused an additional amount of Citalopram to be added to the lot. The quantity of Citalopram in
so the additional amount (equivalent to approximately
more active in this lot which wouid be in the acceptabte range for the

approximately $§ I
specification.

The second probable cause was the inadvertent use of a different receiving number of the same
material when dispensed into a batch. This would provide a similar scenario resulting in a
unaccountabie shortage.

The third probable cause was lack of weight verification when material was received from the
vendor. The quantity ordered from the vendor and stated on the packaging list is what was
" ntered into the inventory as received. There might have been a difference on what was
\\{ ggcelved versus the quantity entered into the inventory system.

s have been implemented for

{
£y

E‘“‘ / Correctlve actions as stated in the attached IR — S5l
ail the three probable scenarios. ‘

in order to rule out contamination of other lots with Citalopram, a systematic review of the
chromatograms for the lots that were dispensed on the two days when this lot of Citalopram was
dispensed (i.e.%products,\product lots) was performed which demonstrated no extraneous
- owpeaks for any of the lots. Using the current analytical methods for the f ducts, th
piked the samples in each system to determine the M
of Citalopram. This laboratory verification confirmed that Citalopram contammatfon
been definitely identified in the chromatography for each lot.

-aborq@o

would h

We agree that investigation was not extended to the lots dispensed during that period. Please
note that retraining of concerned personnel and implementation of new incident snves‘uatio / |
procedure will assure proper assessment and compliance. As mentioned previously Ly"ﬂ
software for adjustment of a lot will be implemented fo assure that flags are raised imm atefy
when the inventory limit is exceeded. Inventory adjustments by QA will not be performed until a
closed investigation by the Quality Engineering Department have been completed. This process

will cause to hold any batches that are potentially involved until the investigation is completed.
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_Response to FDA Warning Letter issued October 31, 2008 to

Caraco Pharmaceutical Laboratories, Lid.

“In order to eliminate any possible error on lncomlng aterl_al
orocedures Receipt of material SOP 4% i ' i
Attachment 13) has been revrsed to include wenghang for gross weight checking of

{kmmcommg ctwe material. In case of any discrepancies, QA will be nOtlerd and approprlate action
N will -be taken: Lot will-not be-sampled-until discrepancies-are resolved:-
Vendor gross weight verification is on ongomg and become permanent receiving process for all

incoming API:

e} Your QCU failed to fully mvestlgate metaiscramngs and foreign matter in compressed _

\{@)Metformm HCI tablets, 1000 mg ¥ WM dated February 27, 2008). As of June
Kb 11, 2008, there had been no written mvestlgatlon _ :

Your Juiy 10, 2008 response regardmg the m_etai contammatlon in Metformin HCI| tablets

- states in part ‘ol -
iuy Your mvestigatlon was not adequate since the scope o
kjf whether the operator was involved in similar occurrences.

|d‘not evaiuate

This is a repeat violation of the 2005, 2006, and March 2008 inspections

CARACO RES PO NSE H

This batch of product was not released.

Ne concur that the investigation should have specifically noted the employee history relative to
the event that caused this incident. Regarding the scope of the investigation, we have since
reviewed our investigation records for the past two years 2007 and 2008 to ascertain if the

indicated that he has not. We have added this requsrement as part of parameters to be verified in
any of our investigations.

in addition, Caraco's Compression department has institufed a
guidance to the Set-Up Operators and verification of pro er sef
Supervisor. Form 4
5 {é«\\ (Attachment 14), as part of SOP (Attachment 15) The
v SOP was made effective on November 17, 2008. We will monitor and check for effectiveness of
our actions based on reduction of these types of incidents through our regulatory compliance

group

The repeat violation of machine set up has been resolved. We have arranged with all compression
machine manufacturers to conductiiai.iraining. We have also established a group of
super users for ongoing training lnternally prewousiy all training was done internaliy.

M- the machine manufacturer for the manual compression machines previously did not

\} have US support to train m the US on a routine basis. We have been transitioning to more
automated machines by SN e training has been set up with that firm as we transitioned.

We had determined outside trdining was required on a routine basis to continuously improve the
skill of our operators.
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Response to FDA Warning Letter issued October 31, 2008to
Caraco Pharmaceutical Laboratories, Ltd.

‘Caraco has implemented a process improvement project relative to the formal set-up process for
compression machines.. Critical set-up parameters, which are deemed product-specific, will be
added to the Examples of such parameters includedifii
g\i\&u:\ VR g-settings: The change controt-has-beer—--

& evisions are on-going and expected to be completed by the

Y created for this change and thed
....................................................... e ndof ﬂrst quarter 2009.

The Change Request and & ) associated with this improvement are attached to
Y this response as Attachments 16 and 17 respectively. An example $ll#¥*that has this change
\,D incorporated into the compression machine set-up section (Page 5 of 39) is included in this
response as Attachment 18.

‘ This specific product has been moved from the e B sablet press. TheGhR
( (4'\\) press has automated systems in place to alarm and shut down when a tool touches the feed
' frame during operation.

WARNING LETTER ITEM 2

Failure of the QCU to follow written procedures [21 CFR § 211.22(d)].

a) Your QCLl did not follow SOF
: s drug prod

Methimazole tablets, lot
b

CARACO RESPONSE A

These two incidents, noted above by the FDA investigators, were isolated as a result of a human
error for Methimazole and a risk assessment of the Tramadol lots.

This Warning Letter item refers to the same incident detailed in Warning Letter ltem 1. Please
refer to Caraco Response E for a detailed response.

' Rev, 04. Rather than placing a QA Hold
because of an equipment failure

b) Your QCU did not follow SOP*“#
on several Methimazole lots (e.g. 648
\},(1 .e., air handling unit associated WIth the
%\ﬁ recertlf"catlon) your QCU released the lots without the required QA Hold which is intended
to quarantine material from further processing or from bemg released.

CARACO RESPONSE B

., » As provided in the revised SOP ¥l P (Attachment 8), the material which is placed on

é%&‘;{_"’tXQA hold will be verified by two personnel The indivsdual who p!aces the lot/product on QA hold

- and verified by the QA Supervisor signature on the sRSEM notification list. At the time of the
incident (May 16, 2008), these lots and several additional lots potentially impacted (a total of 13
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Response to FDA Warning Letter issued October 31, 2008 to
Caraco Pharmaceutical Laboratories, Ltd.

_ lots of Methimazole Tablets), had previously been released much earlier than the time of the
initiation of the incident.

When the incident was initiated on May 16, 2008, Caraco Quality Assurance personnel were

--supposed-foplace all remaining-inventory on QA-Hold.- As-explained-in the response-above ..
product from lot: as inadvertently not placed on QA Hold by the QA Supervisor due to his

fi"%éf\i ----- \ own-oversight.

~. As in Caraco Response E in ltem 1, we have revised our investigation and

L}i‘“‘ Iprevent the reoccurrence of this type of incident

We also Revised our SORF (Attachment 19) for Work order procedure to ‘é‘ssure pertinent
{ﬁf L\(\ personnel are aware through work order form when a breakdown or calibration failure has
occurred on HEPA filters.

In addition Quality Management System software will be in place by December for testing
\{ ?‘__\ purposes and implemented within % months of testing after validation which includes breakdown
Y/~ maintenance handling and reporting. This system will run parallel to our current automated

. system. i,

This system will enhance our compliance by providing the following process flow:

¢) Your. QCU did not follow SOl

failing to track incident reports t0 ensure that reqwred actions are completed and
zi\\ implemented as per internal procedures and to grant extensions when investigations

""" cannot be compieted within ”’ca[endar days.

This is a repeat violation of the 2006 and March 2008 inspections.

CARACO RESPONSE C

Caraco has made organizational changes, improved systems and added the appropriate
_resources to the Quality Engineering Department to ensure that incidents are completed as per
M‘x v our SOPH HAppendix 1) and also those corrective actions are implemented as per the
mvestagat:on commitment The investigative team of Quality Engineers, appropriately staffed has
the authority and accountability to follow the procedure as written.
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_Response to FDA Warning Letter issued October 31, 2008 to

Caraco Pharmaceutical Laboratories, Ltd.

* Please refer to Caraco A Response in Item 1 for further details.

As stated earlier in this response, we are confident that with our improved systems used currently

~and-the-systems-being-added; Carace-Quality Unit-and-its Quality Engineering Department willkbe———

able to maintain compliance through the ownership of the incident and CAPA processes. The
continued-addition of process-automation will further-enhance-the ability to-ensure acceptable
compliance.

Caraco SOPM
(CCF), For

WARNING LETTER ITEM 3

Failure of the QCU to approve or reject all procedures or specifications impacting the

safety, identity, strength, quality, and purity of the drug product [21 CFR § 211.22(c)].

Your QCU has not established procedures to evaluate changes which may impact the
validation status of your manufacturing processes and parameters (e.g. Tramadol
granulation, TramadolIAcetaminophen tablets).

CARACO RESPONSE

js. and the associated Change Control Form,
rovide a process of prospectively assessing changes [to many types of
documents], including Batch Manufacturing Records (BMRs).

For every change made to the Tramadol granulation or Tramadol/Acetaminophen tablets, a
Change Control Form was submitted and prospectively approved prior to implementation. To

—improve-upon-this-current process we-have-established-a-December45-timeline-to-implementa——————

S

Master Validation Plan, wherein criteria for validation and revalidation will be defined.

Prior to the initiation of any BMR change, CCF MIS circulated by the person responsible for
BMR changes. All the requirements specafled in the change control form are reviewed and
approved prior to implementation.

- This is further defined in our validation master plan. The proposed change is described in the

document {or a more detailed description is attached). Approvers of the change, which includes
Technical Services, Manufacturing, Regulatory Affairs and Quality Assurance (at a minimum),
complete the Approval Analysis portion of the Change Control Form. This section addresses the
risk/impact pertaining to training, stability, validation and regulatory compliance of each change
presented. _

The referenced Quality Management System (QMS) provides for the compiete, prospective
evaluation of change requests through out the manufacturing process. The QMS will provide for
the initiation of the request by the user department; the requirements evaluation from the
reviewing personnel; their recommendations based upon the prospective impact assessment
within the change control form; the review and approval by the user department head or the
axecution; the verification and review of recommendations by QA; the issuance of 2 55l The

@sjt»\\)
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Response to FDA Warning Letter issued October 31, 2008 to
Caraco Pharmaceutical Laboratories, Ltd.

. entire system is able to be monitored throughout the process until the change is implemented and
:he change request is closed. As stated earlier in this response, this system will be implemented
and validated at Caraco by the end of February 2009.

~b)-¥our QCU-has-not-established-procedures-to-assure that-componen
contaminated during the dlspensmg procedure. For example, 3OP 4

""""""""""" 4 . W does not include provisions to prevent contamination
Q&E\x}fr _ pene compo en contamers

Your July 10, 2008 response to the failure of the QCU to foliow procedures on preventing
cross-contamination when multiple materials are in the same room is inadequate. The
, associated SOP+giliiililacks adequate controls to prevent cross-contamination of materials
fL\)U”‘\? during the dispensing procedure,
L

- CARACO RESPONSE

‘In addition to the revision to Caraco SOP § T

In our view this process

, g dispensed in the dispensing

.. rooms. We agree that the response to observation 5d of the July 10, 2008 FDA-483 did not

. _ompletely address the observation and convey all of the improvements to the dispensing process
that were made or were in process.

_The following lmmedrate actions have been taken to further avoid cross contamination and

operator error in the dispensing department. The bar code identification number has been added
to our quarantine label which is scanned one product at a time in our dispensing department. Bar
code readers have been put in place to confirm that we are using the correct material. Only one
product at a time is aliowed in the dispensing room. Process flow in dispensing areas has been
redefined to have rooms dedicated for excipients and active material dispensing.

The Dispensing SOP defines the sequence of dispensing (most lightweight material is dispensed
fast). After completion of dispensing of excipients a dry cleaning is performed and after active
material dispensing wet cleaning and sanitation is done. Active material is dispensed in active
material dispensing areas one material at a time for multiple batches followed by complete wet
clean up and line clearance prior to dispensing other active materials. All above initiatives will help
in preventing cross contamination :

o Lﬁ As described in thesimmniillis 'ctiers to the FDA submitted on August 8, August 22 and September

9\%\,“ 19, 2008, Caraco has ampiemented a bar code scanning verification system in the Dispensing
Department. This system requires the bar code scanning of each raw material container prior to
the dispensing process in order to verify that the correct material is being brought into the
dispensing suite. The scanned material labels are compared to the bill of material requirements
for a specific lot being dispensed. Pertinent personnel have heen trained on the system and it has
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_.Response to FDA Warning Letter issued October 31, 2008tc
Caraco Pharmaceutical Laboratories, Ltd.

been used in practice since September 22, 2008. The attached SOP¥Mi:also includes the
sperating procedure for the bar code verification process. Additionally we are integrating the
4 \if weighing scales into our mwhereas the system will stop the dispensing process if the weight
L for the particular product is not correct

As a holistic approach we are expandmg the use of bar code readers through out the organization.

Caraco plans to expand the useof the bar code scanning technology for confirmationof materialg

throughout the manufacturing process as an additional improvement. At each stage of the
manufacturing process, labels for intermediate containers are printed from Caraco's ERP program

with bar codes on them. The labels can be scanned and verified at the beginning of each
subsequent operation to confirm that the correct material is present. This system is currently
completing the design, development and evaluation phase this quarter and will be implemented
and validated by the end of March 2009.

Finally, Caraco is developing RFID capabilities to be used in the overall operation. We are
currently involved in mapping out where the RFID technology is most applicable within our internal
supply chain. This is a natural progression that the industry is working towards as part of product
pedigree traceability in the distribution supply chain. We believe that it will offer a myriad of
solutions..within .our .overall -operaticn... A project timeline will be developed .once. this.initial.......
evaluation is complete this quarter. _

WARNING LETTER ITEM 4

_ * Tailure to maintain component records that include reconciliation of the use of each
- component with sufficient information to allow determination of any batch or lot of drug
product associated with the use of each component [21 CFR § 211.184{c)}. For example :

a) Material inventories are adjusted to achieve a zero balance w:thout determmmg the source
. ~or final disposition. of the extra material (e.g. Metformm HCI, lot 4 T
\DLLR ramadol HCI, lot e : |

o

b) Upon receipt from your component suppliers, starting quantities of raw materiails are not
verified, resulting in unreliable and inaccurate inventory controls.

'CARACO RESPONSE

Response number 6A in the July 10, 2008 FDA-483 response letter indicates that Caraco has
made several changes to the processes associated with the ordering, receipt, issuance and ERP
adjustment of raw materials; as well as to the manner that material discrepancies are addressed.

For ease of review we have attached version S8 WAttachment 21)
Additional improvements to the process have been made in the subsequent weeks following the
response. in summary, the changes are as follows: ‘

riginally sent to you on June 10, 2008 "Hiwé
B to include the following changes pert:nent to this subject:

We have subsequently updated SOP ¥
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a. The gross weight of incoming API's is now verified upon receipt of the material into the
facility and prior to being received into Caraco's iR system.

\w 3 i L By
(\;ﬁ, b Following the dispensing process; the materials are reconciled-and-deducted from?3 :
g inventory prior to issuing the dispensed material to manufacturlng Thus dtscrepanc;es are

identified before the material éaves the area.

....... ¢. The acceptable variance specifications for API's and excipients were tightened to ensure

that proper investigations are initiated. in situations where mventory reconciliation limits are
exceeded.

d. Any adjustments that are required to inventory levels of raw materials must be supported
\\)U"\) by a copy of the approved investigation by Quality Assurance (QCU). In Caraco's #llf°
Q _ system, only the QCU has the ability to approve these adjustments. This final verification
will ensure that incidents are generated for all variances that exceed the specifications
within the SOP.

~We-had-started weighing all-active- materlals on April 7, 2008 as part-of-our investigation.of cross=-—.......

L\)contammation We have updated our SOP % that any variance outside of our specifications

\w\) would be confirmed by Quality Assurance and incident created by Quality Engineering and an
investigation would be completed to determine source or final disposition of any variance before
_ the dispensing process can proceed.

Our inventory control system is being impiemented through the use of Caraco's w system to

_ automatically compare material variances to our internal variance specifications. If the
,_‘} M:);specmcatlon is_breached, then the Yl system will provide a notification and will not permit any
adjustment within the system without QA approvak Furthermore, this process will be tied to
Caraco's Quality Management System (QMS), and an incident will be automatically generated for
this event. This process is currently under evaluation and will be implemented by end of February
2009.

Based on the corrective actions implemented so far and other that are being implemented will -
provide Caraco us the quality system and procedures that will prevent the reoccurrence of
incomplete investigations when reconciliation limits are exceeded

WARNING LETTER ITEM 5

Failure of the appropriate organizational unit and the QCU to review and approve any
changes to established written procedures [21 CFR § 211.100(a)].

a) Your manufacturing process has not been validated for repeated changes to the drying
time parameter of the oven dryers in the Tramadol granulation. The changes were
implemented in an attempt to ensure granulation is not too dry without establishing a
minimum specification and without an assessment on product quality.
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the' V:ce Presment ofMaufacturzng and the Director of Qua%rty regarding concerns of

r\

—granufation becoming too dry whichprompted-the‘changeindrying times to obtain
acceptable product. Please clarify the conditions and specif’cations which ‘may produce a

prevent this from fecumng

CARACO RESPONSE

Caraco's Change control system is described in our response to [tem 3.

Acceptable tablets have been rrranufactured at the lower moisture levels; however, undue stress
was placed on the compression machines to achieve target hardness values when lots beioww
were compressed ' "){ )

Caraco's R&D and Manufacturing Departments reviewed historical production data relative to the
moisture content of the granulation, and compared-itto the finished batch testing data. in ali
cases, the lots met the QC release specifications.

This review supports the LOD s csﬁcatron of NMT § since the range of moisture content

among the lots reviewed was (3 il LOD. When comparing this same data to incident
\@\ rends for this product, it becomes ewdent that processing issues arise for lots dried to a morsture
v level below!

durmg the compressron process.

Supported by the result of this analysis Caraco has recentl updated the Batch Manufacturmg

k\“}‘\ Record.(BMR ) to tighten the LOD specification from NMT Sl B . e

{1 1 S 1o reduce stress on the punches. As a part of our valadataon master pian we eri
perform process vahdatron of the product to reconfirm the range. ,

The Tramadol ANDA was filed and approved with the LOD limit of NMT We have been able
‘J r,\ to manufacture product meeting the approved quality specification. Caraco has manufactured m
batches within last § without any significant quality issue.

The changes what we have made are all within the filed specification of LOD in the ANDA.

As a proactive approach Caraco R&D w:li perform an assessment of all commercial products
where the LOD specification indicates a " il N v2lue. Forthese products and

\2@5\ strengths, R&D will evaluate at least ﬁiots o determme a minimum moisture value. The BMR's
for these products are being updated with revised LOD specifications and targets. The BMR
changes will be completed by January 1, 2009. We will perform process validation, where

required.
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_ The changes will not be impiemented until a change control has been approved by the Validation

Advisory Board who is also tasked with reviewing the data in support of the change, as defined in
our validation master plan.

—treferencetothe comment-made paragraph-3-of Warmning Ltetter-tem-5-regarding-granulation —

becoming too dry, the Vice President of Manufacturing acknowledged making this comment.

b)

3)

However there might have been some misunderstanding, his comment ig inrelation to the loss of
efficiency due to the stress the very dry granulation asserts on the compression punches and not
on product quality.

_—
| b LU

For Tramadol/Acetaminophen tablets, ot 4 nine process change requests were
implemented without evaluating the impact of the changes to product quality.

CARACO RESPONSE

For the subject lot, upon the review of the executed Batch Manufacturing Record (BMR) for

Tramadol HCI Tablets, 50mg, lot Sl there were only two change requests that were issued to
this specmc batch. ‘

The f;rst change request request CRUNINEE ;ssued on December 5 2006 to all product BMRs,
includes a statement indicating that all granulation solutions must be used within & hours and all
coating suspensions must be used withingihours based upon the validation results for these

~components. This change has since been made to the Master BMR for this product.

. The second change request for this lot, and “addsttonai lots manufactured sequentially during

QL?)Z is timeframe (iotsmhrougﬁm was a temporary change (approved on February 20,

008) adjusting the initial drying time from * hourswj;m“ hours, with subsquemnl ;‘hour drying
mtervals until the required LOD results are obtained.

Th:s change request was reviewed by two Manufacturing Managers, the Manager of Technical
Services, the Associate Director of Regulatory Affairs and the Quality Director prior to initiating the
change. This temporary change was deemed to have no impact on Quality since it entailed the
testing of the granulation moisture at earlier intervals, thus avoiding additional drying time if the

"~ LOD endpoint is already reached. The results of this change indicated that the product achieved

@f)h,\process instruction change via Change Request CR {7/

optimum compression results; therefore the BMR was changed permanently to include this
ksissued on May 1 and closed on May

19, 2008.

There were no other changes made to the Batch ‘Manufacturing Record for

iQ\TramadoE/Acetammophen Tablets, ot

To further enhance our Change Controi System, a Vahdatzon Advisory Bcard has been
established. Starting immediately changes will not be implemented until a change control has
been approved by Validation Advisory Board who are also tasked with reviewing the data in
support of the change. To improve upon this current process we have initiated a Validation Master
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- Plan (Attachment 22) wherein it defines the criteria for validation and revalidation foliowing

changes. This plan will be implemented by December 15, 2008

WARNING LETTER ITEM 6

Failure to establssh vahd in- -process specuflcatlons derlved from prewous acceptable

) ¢

: CARACO RESPONSE

Since 2006, Caraco Research & Development has implemented more strict evaluation
methodologies for physical specifications such as tablet hardness. These studies include
evaluations of extreme hardness ranges and their effect on tablet friability and dissolution values
early in the product development process prior to production of the exhibit lot. As an additional
verification, R & D, Manufacturing and Quality reviewed the process validation reports for all
Caraco products that were validated prior {o 2006 to ensure that a similar situation as this has not

--ocecurred-far- any other product.- Revisions were made to-all impacted product BMRs.

As a comprehens;ve approach we are extending our review to all other critical in-process data
i - s ) g for each Caraco product to assure that these
spemﬁcaﬂon limlts have development or validation data that supports the specification limits.
“Anomalies, if any, will be addressed as a result. This evaluation will be completed by the end of
November 2008. All recommended changes to specification values completed within the Batch
Manufacturing Records for the affected products by the end of December 2008. All changes will

_go through the change control process and submitted to the Validation Advisory Board for review

and approval prior to implementation.

WARNING LETTER ITEM 7

Failure to maintain equipment at appropriate intervals to prevent malfunctions or
contamination that would alter the safety, identity, strength, quality and purity of the drug
product beyoend the official or other established requirements {21 CFR § 211.67(a)]. Your
firm did not perform any maintenance on the air supply unit {(including the HEPA filter)
associated with the FBD equipment (# i@}, prior to its use n manufacturing
operations. After use in production, the HEPA filter housed inside the unit failed the
maintenance recertification. (é}q

This is a repeat observation to the 2005 inspection.

CARACO RESPONSE

As stated in the response to observation 8A in the July 10, 2008 response letter to the FDA-483,
the certification of the HEPA filter on the fluid bed dryer was not put into Caraco's
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calibration/certification program at the time that the equipment qualification was completed in April
26, 2005 due to an oversight by the Engineer who initially qualified the equipment.

The equipment qua!ification process SOP was revised at the time of the observation to include the

calibration/certification program. In additton we have mcorporated all calibration schedule into our
current automated preventative maintenance system to enhance compliance.

Further action is being taken fo enhance compliance of our internal procedure and as a corrective
action; Caraco plans to integrate the calibration and preventative maintenance systems (i.e.
L Maintenance Module) into our currentwprogram thus automating the calibration initiation
\) \}process and the notification process for calibrations, re-certifications, and preventative
maintenance activities.

An incident @iINE) was generated at the time of the FDA observation on May 16, 2008.
Discussion of thiS incident in the sections above indicated that the investigation conc:lu ed that
Ql.l therewas no impact on product quality for this marginal HEPA filter failure (i.e. SAN_G_
SN <fficiency rating).

Recently, the Technical Manager, who is responsible for maintaining Caraco's
calibration/certification program, has moved from the Quality Department into the Facilities
Department. This change properly aligns the calibration program to the preventative maintenance
program within the company. Attachment 24

Warning Letter Comments

Your July 10, 2008 response to observation 7 of the FDA-483, regarding the failure to
maintain complete batch records by excluding product discrepancies found during the
inspection, is inadequate. Rather than allowing your operators to continue the in-process
inspections of tablets (which appeared to be effectively detecting product defects), your
response indicates that QCU will no longer allow the operators to perform these
inspections in an effort to eliminate redundancies {inspections are performed by the QCU)
and inspection discrepancies concerning the inadequate documentation of batch records.
Please provide information to demonstrate that the inspection performed by your QCU are
producing the same or better results than the ones performed by the manufacturing
operators. You shouid not eliminate a process that improves quality of your products
without sound justification.

CARACO RESPONSE
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~ We agree that no inspections should be arbitrarily eliminated. No changes will be made unless
there is complete documentation fo support any change. Historical data will be reviewed prior to
any change request is granted.

.. The inspections referenced.in.Observation. 7.0f the July 10, 2008 response letter to the FDA-483——— .
were implemented in March 2008 following the initiation of the Metformin HCI Tablets, 1000mg

product recall-for thin tabiets—This-shert-term-cerrective-action was implemented specifically for -
this product as a measure to ensure that the corrective actions made in the compression process

were effective at eliminating the possibility of thin or thick tablets. We have not discouraged the

operators from reporting any defects that are noted. All observations will continue to be reported
and classified.

The compressions operators have always and currently perform an in process check every thirty
minutes.

~ There is always a visual check performed by the coating and compression operators.

The in process check was changed specifically for Metformin. The failure or any observations are
recorded in the batch record only identify if there is an observation or failure.

Our revised SOP provides that regardiess of whether there is an observation or not, that it will be
noted in the BMR as a pass or fail and if fail it will be noted what type of observation or defect was

. noted Attachment 25).

You state in your July 10, 2008 response that your firm continues to undergo annual
external audits with the most recent audit conducted August 2007. Our last inspection
conducted in June 2008 and your firm's compliance history raise concerns about the

effectiveness of the audits. Most of the corrections fo the inspectional observations were
initiated after the FDA investigators discovered the failures in your CGMP systems. Please
comment on how future audits will ensure that the Quality Management System will
identify and correct deficiencies and prevent recurrences.

CARACO RESPONSE

We are in the process of further expanding the scope of our in house quality regulatory
compliance group that will oversee the quality system and audit all quality systems.

This regulatory compliance group will manage and review all corrective actions that are in place
based on previous inspections and audits. In addition, this group will be conducting periodic GMP
audits and aliows us to monitor our own quality system for cGMP compliance.

Relative to external audits of Caraco's quality systems conducted by outside consulting firms, for
the near term Caraco will continue such audits on a routine basis; with a general GMP (i.e. quality
system) audit, a laboratory audit, and a facility/process audit performed at least once each year. It
is also our strategy to change the auditor and/or the consulting company used in order to avoid

- complacency and familiarity to the processes being audited.
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“In conclusion Caraco is properly staffed with people that have the appropriate level of training and
skills to address compliance improvements identified through internal/external audits, incident
trends, product complaint trends, corrective and preventative actions, historic FDA observations
among. We have taken a holistic view in our corrective actions and have not limited our

improvements to those noted by FDA.

Quality Review Board meetings held S
effectiveness of our Quality units performance by reviewing a culmination of audits performed in - 'f'
the last ymgweeks by the quality assurance auditors and will review Regulatory-compliance—————
reporting that manages the effectiveness of our audits of the quality system. We will continue to
improve upon the cuiture of compliance by having additional training that supports our efforts

along these lines.
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