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This document lists observations made by the FDA represcentativel s during the inspection of vour facility. They are inspectional
observations, and do not represent & final Agency determination reganding vour compliance. If wou have an objection regarding an
observation, or have implemented . or plan to implement, comrective action in response 0 an observation, you may discuss the objoction or
action with the FDA representative{ ) during the inspection or submit this information to FDA # 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 responsibilities and procedures applicable to the quality control unit are tiot in writing und filly followed.
Specifically,

Motrin IB 200 mg caplets, 8 count vials, obtained dissolution failures at stability testing for batch SHCO03
' on 11/20/08 and st retain testing for bulk lot SDA237 packaged as lot SHC004 on 12/16/08.

Your firm failed to follow procedurcSESIIRIIN v er I freciive from 02/28/2008 to 06/23/2010, that defined product
stability failures as one of the potential problems that could result in a recall, On 04/162009, during a “Recall Committee
Meeting”, vour firm agreed to remove the defective product from the market by continuing the “reverse distribution at the
wholesale/retail level™. The reverse distribution process is used by yvour firm for the return of products that are not associated
to quality defects/issues.

HnldeHm.’o.EHEﬂﬂﬁmd.ﬂhrWW[SIICM.SWLMNSLEM}WMMHEM
from 04/0272009 1o 07/1572009 by a third party contractor that purchased the availsble amounts at retail cutlets. However,
your firm has no written and approved procedures for the actions taken in the retnieval of Motrin [B 200 mg caplets.

The failure of your Quality Unit to follow written and approved procedures is a recurrent observation.

OBSERVATION 2

Written records of investigations into unexplained discrepancies and the failure of a baich or any of its components o meet
specifications do not always include the conclusions and follow-up.

Specifically,

A lnvestigation SURIUIIII was initiated on 03/15/2010 to document the recall decision for Motrin IB caplet - lot SDA149
after conclusion of investigations dissolution failures Motrin IB SHC003 and SHC004). The

Jose R. Lopez, Invastigator « o
gﬁ:mg Rebecca Parrilla, Compliance ﬂffice%tl Coordinator

11/02/2010
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investigation concluded that no definitive root cause was determined for the atypical behavior of the dissolution failures.
However, your firm's investigation did not include documented evidence that the characteristics of the container/closure
system (e.g. permeability) were thoroughly assessed as part of the investigation.

B. On 05/03/10, your firm initiated Quality Notification (QN) # BRI svestigate two (2) batches of Benadryl
Allergy Ultra Tab (BAU) 100¢t product lots AJADOE and SHA012 that reported confirmed "musty/moldy" complaints,
The investigation determined that some lots meeting the original broad eriteria for the TBA recall were not included on
the 01/14/10 TBA Recall List due to the high number of affected lots and the manual process utilized. In addition, the
mvestigation found that two lots (ASA066 and ASA202) were released in error by sit ; of a Quality
Specialist human error, However, the following situations were not addressed in QN#W

»  McNeil Las Piedras Quality Management (Quality Site Leader and Quality Assncmte[)wmmr temp tani

laced the processes for release and disposition of finished products stipulated on SOPs B EH
“ﬂh an informal process not specified in the procedures, However, the m\rcsugalmn did not

address the responsibilities of your Quality Manageément in the TE:IEE.:‘:E of lots ASA202, ASA066 and ADA194.

s Lot ADA194 was also on hold and then released by McNeil La.-; Piedras QA as part of the same event.
However, this lot was not addreaﬂed in the mvesngatmn

* Benadryl Lut“was par.:kage d
one of the potential root cause is that™
contaminated mﬂl 1"B1—" this was l:tut L

i tllr:s supplied h}*mﬁlthﬂugh, the investigation states that
~provided bottles to Las Piedras site on pallets which were
her mvﬁsugatcd at the Eupphﬂ]"‘- site,

s TBA Recall List used in ﬂmt Process was not pmpa.;rly verified Iur accuracy and mmpletene&s and was not
controlled to assure proper accountability and traceability. This resulted in the recall of twenty-six (26)
additional Ints of Molrin [B Henadljfl; le:rgy Tahlats and Iylanﬂl products between. .]I:IIIE: 2010 and July 2010,

Your firm became aware of these deﬁmr:m:les during the current’ mspeci:mn 'As a result of our f' :ndrn gs, 23" party will

conduct a retrospective review of the investigations conducted or approved by the Quality Management involved in this
event.,

C. Laboratory Investigation “aﬁ initiated on 08/11/2010 because during the product disposition process a QA
specialist found that the product description and code reported in the Certificate of Analysis of lot BHA0001647 (Extra
Strength Tylenol Tablet EZ) did not correspond to this lot number. As a preventive action, ﬂleﬂwill be
programmed with an acceplance limit in the product description field to alert the analyst when the product deseription
does not correspond to the product o analyze.

Review of similar instances found investi gmm initiated on 02/24/2010, to docuntent that during the
sample preparation of lot BBAODOS10, the cquired the balance tare (0.00000 g) instead of the sample
weight corresponding to the assay sample preparation. According to the information provided by vour firm during the
current inspection, it is not clear what caused the data acquisition error. As a preventive action, ﬂaﬁdwiﬂ

OF THIS PAGE

EMPLOYEEES BIGNATURE DATE SSUED
Jose B. Lopez, Inveshiqamg ;
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also be coded with an acceptance limit in the sample weight field to avoid recurrences.

Investigation MMIEMMMIMIﬂhmmmﬂmmAﬂmPh
dated July 15, review of the investigation afler the 3™ party found there is no
dnmnnnﬂndemﬂulzﬂhljnurEnnhllp:ﬁunldlthmmughnnnun:mtnfﬁm identify what other
changes/modifications are needed to prevent recurmence of documentation and/or data acquisition errors. In addition,
investigationfBISI does not document as part of the corrective and preventive actions the need of such
assessment/review. There is no assurence that the corrective/preventive actions identified by your firm as part of

D. Mmﬂ_mmmmm
process of Tylenol Extra Strength Rapid Release Gellots
was operated outside the velocity critical parameters (Maximum:
velocity . The investigation states that on 03/01/10 lot §82
Alert N ﬁmﬁuuﬂnm:ﬁun:ﬁv@wmnﬂpﬂﬁmﬂmmuﬂhm
were recommended for destruction at the end of the investigation process, | e

The issuance of alert notilications is the primary control for the handling of rejected work-in-process (WIP) material.
Mmmmwnmmmmmmmmmmmm
nndumﬁhnunumnnnf.nrnuinpnwn!ﬂﬂln:uuuum. . e :

mmmmﬁmmwm““m oo

I_ o ¥ =

There is no assurance that the established material controls are adequate o prevent the approval of finished product, in-
process materials, and raw materials in “quarantine” (“hold/block™) or “rejected” status. For example,

A. On 05/03/10, your firm initiated Quality Notification (QN) # SIS, investigate two (2) batches of Benadryl
Allergy Ultra Tab (BAL) 100ct product lots AJADOS and SHAO12 that reported confirmed “musty/moldy” complaints.
During the investigation your Quality Unit found that lots ASA066 and ASA202, which were included in the TBA
Recall List, were placed on bold on 01/08/10. However, your Quality Unit inadvertently released the lots in i#ha
03/15/10. Lot ASA202 was distributed to the market and then recalled in June 2010. Lot ADA194 was also identified as

relcased by your Quality Unit on 03/02/10 and then recalled in June 2010. Amendment to QN

as the root cause that the site Quality Management implemented temporary aliernate processes

during the TBA review without adequate controls to ensure the accuracy and effectiveness of the product disposition

process,

B OYear S T

Jose R. Lopez, Investigator
SEE REVERSE -
OF THIS PAGE Rebecca Parrilla, Compliance Offi Recall ?nﬂ_natn: 11/02/2010
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Our review found the following examples related to lack of adequate controls of rejected materials;

rour Quality Unit placed the active ingredient Diphenhydramine HCL (DPH) Iutqﬂn “block™
materials control system). However, on 02/11/10, a granulation area operator used the

e “blocked™ status material was weighed and used in eight (8) Tvlenol
PM Common granulation lots. QN# 1003220052, dated 02/16/10, was opened after the situation was detected by the
group leader on 02/13/10. The investigation concluded that the blocked status material should have not been available for
use in the manufacturing area as per SOP Receiving Chemical Components, Packaging Components
and Bulk Product™; that the material was not identified with an Alert Notification as per SOP viations
Investigation and Documentation Procedure™; and the procedures should detail when to use the manual transaction in
ercfore, the root cause of the investigation was related to human error and inadequate procedures, However,
corrective actions did not include additional controls'in the o avoid manual transactions for material on
“block™ status. In addition, awareness training was not provided to the warehouse operators that dispatched the material
from the warchouse to the granulation area in “blocked” status. ' .

B.

C. On 10/16/09, the QA specialist approved Tylenol Extra Strength Release Gels (ERG) lot [N | tcrials
control system) for release istribution Center and did not detect that the lot was associated to a Temporary Hold.
Quality Notification (QN) dated 10/22/09, found that the Temporary Hold for lot AMAO46 was not
identified inf8) Hand the Alert Notification form was not attached to the batch record. *

D. On 10/09/09, your firm detected that Tylenol PM Caplet lot ALA251 was released in B0 on-10/06/09 with an apen
Temporary Hold (I associated to a validation. Quality Notification (Q ed 10/09/09, found
that the QA specialist received a verbal a ization to deliver lot ALA251 to the warchouse for shipping to the

distribution cen of the * process. The* allows movement of materials
but not release Mﬂwnvﬂn the QA Specialist approved the lot inady UMan ercor.

Y

OBSERVATION 4

The written stability program for drug products does not include sample size based on statistical criteria for each attribute
examined to assure valid estimates of stabulity,

Specifically,

Our review of Rolaids manufacturing process found a trend of out-of-specification (00S) and out-of-trend (OOT) resulis for
low assay of Calcium Carbonate in the production of 2009 and 2010 (27 confirmed OOT, v} Your
firm identified variability issues in the nd Although
corrective actions were implemented in June 2010, QN3 5 initiated on July 15, to OOS results in the
Caleium Carbonate test of batch BT Rolaids 1S Freshmint Bulk. This investigation was still open at the start of
the current inspection and a root cause had not been identified.

EMFLOYEE(T] SIGMATURE DATE 155D
Joze B. Lopez, Investigato /D-__’ji?
SEEREVERSE | .\ <% Parrilia, Cl:mplian;%_ﬁ_fir Reca]_ﬁaminamr 11/02/2010

I OF THIS PAGE

I FORM FIA 243 (07:08) PHEVICHES BDTHIN ONG0LETH INSPECTIONAL OBSERYATIONS PAGE 4 OF 16 PAGES




DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOI AND DRUG ADMINISTRATION

¥ ALCHEES WD FHONE SOWEES TEA T ) OF (MEL Pk
466 Fernandez Juncos Ave. 09/20/2010 - 11/02/2010*
San Juan, PR 00901-3223 [,
(787)-474-9500 Fax:(787) 729-6809 2650141
Indgstra Information: www.f{da.gov/oc/industry
T = s e

T0: Delfin Lorenzo, General Manager

§ — ETeEE . AL

McHNell HAealthcare, LLC Bd # 183 K= 19.8
Bo. Montones

= (il il Tvre TR o mE s MEFEL T

laas Piedras, PR 04771 Manufacturer

Our review of your stabifity program found that the Calcium Carbonate assay is not monitored in stability although a
downward trend in the assay values of Calcium Carbonate I batches from time point 0 o time poin
range of difference observed was

In addition, variability is observed in the product manufactured until April 2010. For example,

_I'Ehgladﬂ&ldl# ' MNumber of Range of Calcium Carbonate Assay Average
compression batches Values at release for the individual
used in the packaged compression batches

batch

Rolaids FS Freshmint 40s
HO009PA i

Rolaids ES Freshmint 100s
HAMAITS

o

Rolaids Peppermint 150s #
BDA267

Rolaids Fxtra Strength Freshmint
HAMAITS

However, your stability program does not consider that variability. According to your procedures, the stability sample is
taken from only one (1) compression lot having the oldest granulation date.

There is no assurance that your program is adequate to support the stability of Rolaids products throughout shelf-life.

OBSERVATION 5

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

Specifically,

Our review found a trend of events initiated in 2010 showing that production and process control procedures related to the
addition of components and containers are not followed. For exampile,

A. Manufacturing Investigation {ES was initiated on 07/2672010 because during the compression process of Extra

Swength Tylenol Caplets lotd BHAOOOT638, an | granulation lot corresponding to Tylenol Rapid Release
granulation lot# BHAOD01437 was loaded in used in the compression of tablets.

EMFLOYEE(S) SiEHAlLEE il 2
Jose K. Lopez, Investigator % ; :)
gEETﬁIEEvE:gE Rebecca Parrilla, Compliance fice Recﬁllﬁﬂdinarnr 11/02/2010
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One of the operators mvolved i the event confinmed that be was not physically present for the verification to ensure that
the correct bin was placed on the He acknowledged that he was completing an unrelated task and relied on the
other’s operator performance Lo verify that the correct batch was being used.

B. 7110, while ing Tylenol Extra Strength Rapid Relcase Gels (ERG) lot BEA0002740 in the SN

the operator inadvertently loaded bucket iming another Tylenol (ERG) It
ing in the mix of two different lots, A second operator checked the movement withowt detecting the

discrepancy. The discrepancy was detected on 06/07/10 during the reconciliation process.

Subsequently, on ﬂ&'ﬂﬂflﬂ,_mnlaining] already engraved) was loaded again into the
engraving machine while processing Tylenol (ERG) lot engraving machine rejected the product at the
beginning of the process. Quality Notification (QN) # dated 06/08/10, identified as the root cause the lack
of verification of the bucket identification against the batch record documentation by the operators. The impacted
product was destroyed due to the lack of traceability, |

C. On 04/07/10 during the sranulation batch record revision of Motrin Ibuprofen lot BCA000D892, the
Part no. used for Tylenol) was weighed iw
No On 04/08/10, the supervisor found that two additional |

BCAD00] 829, were also weighed using the same incorrect material. Quality Notification (QN) # ISR dated
04/07/10, identified the root cause of the investigation as a human error, since the operators failed in execution and
verification activities. Lots impacted by the event were destroyed.

D. On 01/27/10, during the coating process of Benadryl Allergy Ultratab (BALU) lot BBADOOOT46, the operator selected the
Benadryl Allergy Kapgels formula instead of I Allergy Uliratsb formula. On the same day, after nmning the
product with the incomrect formula i a second operator detected the discrepancy and stopped the

our firm's Group decided to continue the critical
were different between the formulas

There is no documented evidence of QA approval for this change. Quality Not

dated 0127/10, identified human error as the root cause since the operator did not follow the instructions in

the baich record. Lot BAADODDOT46 was released 1o continue processing and for commercial distribution based on

There is no assurance that activities related to charge-in of components/containers are adequately executed, verified
and/or supervised duning manufacturing activities.

EFLOEE S ST
Joss R. Lopez, lnvestigatnr%
EIEETﬁIE;FEEE Rebecca Parrilla, Compliance Officer ecall Eﬁinntnr 11/02/2010
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OBSERVATION 6

Written procedures are not followed that describe the in-process controls, tests, and examinations to be conducted on
appropriate samples of in-process materials of each batch.

Specifically,

Owr review observed a trend of events initiated from January 2010 to September 2010 that is related to failure 10 identify
defects and out-of-specification values during routine in-process testing and deviations to critical processing parameters. For
example:

008 in in-process samples not identified/detected

A On 06/13/10, during the verification of the compression batch record for Tylenol PM Geltabs (PMJ) |
the QA Technician found a hardness value out of specification (OO0S). Quality Notification (QN) dated
06/14/10, found that the operator did not detect the hardness OOS value and failed to segregate and identify the impacted
portion of the lot. The affected portion of the lot was recommended for destruction. Your firm's investigation identified

sixteen ( 16) similar events for the period of 06/26/08 to 06/26/10.

Defects not identified during routine in-process testing

B. On 0572810, during a packaging line QA audit of the Imodium A-D Caplet 24 NDA (IMK) Lot BEA19L, the QA
Technician detected that one (1) expiration date in the impression mat was incomrect causing the printing of an incorrect
expiration date in | out of 16 blisters produced. The expiration date read 03/13ZZ instead of 03/13. Quality Notification
(OQN) report dated 05/731/10, found that the defect was not detected during QA verification when received
from the vendor; was not detected during mechanic verification before installation, neither detected by the second

mmﬁhmﬁ&hnﬁiﬁﬂhhh@mmﬁgm%ﬁ
total of thirty-four (34) in-process visual inspections performed during the packaging process the
expiration date defect.

C. On 12/14/09, your Analytical Laboratory detected units of
tiny white mottling spots (porous defect) and generated a QC Alert. On 011

10
statistical ing to the Sudafed lot consisting of 1250 units with an acceptance W

The statistical sampling failed, detecting 950 units with porous product which can cause “tiny white
it li . However, the defect was not detected during routine in-process sampling. Quality Notification (QN) #
%muummmmm“ﬁ:mﬂmwmmwHmﬂﬁﬂmd:t‘mamm!

BT st oA DATE IGSRAD
Jose R. Lopez, lzivﬂsngaturﬁ
gE'E‘I‘EEiEUE:gE Rebecca Parrilla, Compliance Recall @*rﬂndtur 11/02/2010
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sid was created and implemented on July 2010, but as of October 2010 the document was not part of a written and
approved procedure.

Equipment/process critical parameters out of approved and written limits not identified during production

D. oIS - nd BN wcrc initiated because on 02/16/10 and 02/17/10, during the compression process of
T?ME““IMRWHR:IHHGEHHHE G/ and B AUN : oneraied ouiside the
velocity critical parameters (Maximum veloci
discrepancy was not identified by the compression operator. In addition, on 02/17/10 the QA Document Review
Technician audited and approved the batch record lor lot BBADOD1067 without detecting the out of parameter condition.

. On 12/30/09, during the packaging process of RS Tylenol Tablet 100 Lot ASA27S, the QA TwhnW

and observed that the critical parameter of the wis documented out of range limi
Huar Notification (QN) # dated 01/11/10, found that the mechanic that

performed the setting up nfﬁ speed and the operator who verified the parameter on 12/29/10 did not follow the
procedures for the execation of these tasks,

OBSERVATION 7

Established laboratory control mechanisms are not followed.
Specifically,

Laboratory Investigation initiated on 08/1 /2010 because during the product disposition process a QA
specialist found that the product description and code reported in the Certificate of Analysis of lot BHA0001647 (Extra
Strength Tvlenol Tablet EZ) did not correspond to this lot number. Your investigation found the following:

= m_mwwmﬁmmuu&mmﬁwrﬂu

automated system that captures laboratory data) as a Tylenol Extra
Strength Caplets lo

The lot was approved by the analytical laboratory on 077282010 with an incorrect appearance product description and
the error was not identified by the system and’'or the venification steps described in your procedures.

The QC Sample Receiving Clerk was not trained in the curent SOP for product sample receiving, testing and
Jisnosits

The analyst (QC techmician) that performed the assay was certified in the technique of assay test, but not trained in the

2 Q 9 d

The templates (working sessions) that were used were those of an Extra Sirength Caplet product
instead of Extra Strength Tylenol Tablets - EZ Tablets product. Therefore, the lot BHAOO01647 was incorrectly
logged, analyzed and approved.

——

Thi™ DL o) StR UL W DATE ISRD
EVER Jose R. Lopez, lnveutigaturé _% p ]
gﬁE‘I'II-iIIE PA:E Rebecca Parrilla, Compliance Officer Rﬂcallﬁrdlnatur 11/02/2010
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0 The sample was in the analytical laboratory six (6) days and the discrepancy was not identified by the receiving clerk,
for review and approval. The investigation found about § deviations to your written and approved procedures.
0 :Inlddllm, vour laboratory investigation found the following events that occurred from 07/24/2010 10 0821/2010:
Lot BHA00O1641 (EZ Tab Product) was also approved by the analytical laboratory on 07/27/2010 with an incomect

product description.
* Lot BHAD0OO3572 was documented with an incorrect part number in SmartLab system. A domestic part number was
used instead o number.

Lot BHAO002870 was incorrectly in ST
The second granulation lot of TAR lot BHAO001705 was entered mm:::u)rh-
*  Motrin IB granulation lot BHADDO3485 was logged i as a compression lol number.

The investigation concluded that the root canse was related to “a laboratory error related to the lack of sell-checking to ensure
that the intended action is correct before it is performed”, Corrective actions related to an assessment ahout the performance
of analysts and improvements to the training process are still pending.

There is no assurance that other similar instances have been identified by your firm and that the current laboratory controls
are adequate to assure that drug products conform to appropriate standards of identity, strength, quality and purity.

OBSERVATION 8

Written procedures for cleaning and maintenance fail to include description in sufficient detail of methods, equipment and
materials used, description in sufficient detail of the methods of disassembling and reassembling equipment as necessary to
assure proper cleaning and maintenance, and instructions for protection of clean equipment from contamination prior to use.

Specifically,

The established procedures and controls for cleaning and maintenance may not be sufficient to prevent mix-ups and/or
contamination during the manufacturing and packaging process as evidenced by the mix-up deviations, and incidents
involving manufaciuring and peckasing operations. There is no assurance that the established procedures for the cleaning and
verification of manufacturing and packaging areas and equipment are clear and specific for the intended purpose. Since
January 2010 to September 2010 your firm reported about eight (8) mix-up event from which five (5) are related to human
error, four (4) are related 1o method, and two (2) are related to equipment. For example,

a  On07/09/10, durine the packaging process of Exira Streneth Tylenol PM Caplet for lot BHAO46 in Line £2, the
filler operator detecied one (1) unit of Motrin IB Caplet (MIK). Investi QN# 1003220426, dated 07/09/10,

ﬁumdﬂﬂﬂm:ar:mhmuurﬁmmdiusnmtﬂu“d fied product trap point location
within the aquipment; and did not discard the human Iacior as a rool cause.

b. On 04/07/10, after discharging the Motrin IB Caplet (MIK) lot BCA0001615 into the

ey % m
Jose R. Lopez, Investigator
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during the minor cleaning o the detecied one (1) coated Benadryl Ulira Tablet Bulk
(BAL) unit in the bucket Investigation QN# 0407/10, concluded that the event was cassed by

human error; and found that there are no specific instructions on the use of the buckets for extraordinary activiiies.

c. On0327/10, ﬁﬁc:ﬂ:ﬂmu_ﬁeﬂﬁ Technician observed two (2) white tablets
on

with vienol Exira Strength Rapid Release), packaged on 03/26/10 and one (1) Motrin Tablet
(M1 0. Additional product was found in the packaging traps, conveyor and floor.
Investigation (NZ dated 03/27/10, fmmdlhﬂmenlmmgpmudm are not clear and specific, and
identified difficult to reach areas in the equipment.

In addition, from January 2010 to September 2010 your firm generated approximately fourteen (14) cleaning investigations
and rwenty-seven (27) muuufacu:rm; cleaning "incident reponts” (detected ﬂumng vmﬁmﬂm]

Moreover, a total of forty-nine (49) mix-up related consumer cnmp]mnts hewe been remiw.d by your firm for the same
period. Your Quality Unit classified all the referenced mix-up complaints as isolated occurrences based on the fact that no
prior complaints were reported for the specific lot number investigated, and m no quality-related issue could be identified.

There is no assurance that the corrective actions are adequate to prwentmm-ups and cleaning deviations at the site. This isa
recurrent observation. \

e ——————

* DATES OF INSPECTION:

0920720 1 (fMonlk 092 12010( Tue), 09222010(Wed), (72320100 Thu ), 09°272010{Mon), 0928201 Tue ), (93072010 Thu),
1004201 0(Mon), 100052010(Tee), 1006201 Wed), 1070720010( Thu), 107122010 Tue), 1071320100 Wed), 10/147201 0(Thau),
118201 00Men), 106192001 0(Toc), 1025201(Mon), 107262010 Tue), | 1O22010(Tue)

ENELD VL SiEHAT DAL > TATE S50
REVERSE Jose R. Lopez, Investigator ﬁ?
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