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b. A Tool Match Report for punch and die set (B) #used in the manufacture of Hydromorphone HCI Tablets, 2 mg, was
not run to determine a new pairing when punches were destroyed. For example, upper punches #'s (0)(4) from set
(B) (4) were destroyed in May and July and new pairings were not determined.

c. Lower punch #0)(4) which is used to compress Metoprolol 25 mg tablets, was destroyed on 27May08 and
a Tool Match Report was not run to determine a new pairing.

d. The use of tool set :(b) (4) for compressing PreNatal Rx1 Tablets batch # 95489 was not documented in the compression
tool record.

e. The Compression Tool Record for punch and die set(B) (4) used in the manufacture of Hydromorphone HCI Tablets, 2
mg describes the (D) (f"l use with batch number, quantity manufactured and machine number. However, there is no
entry for the| | No investigation was performed to determine what batch (if any) this punch and die was used on.

f.  The compression tool record for punch and die (B)  used to press Metoprolol 25 mg tablets does not document the
machine number, set up initials and start by initials for use {B) " No investigation was performed to determine why this
information was not recorded.

OBSERVATION 21

Written procedures are not established and followed for the cleaning and maintenance of equipment, including utensils, used
in the manufacture, processing, packing or holding of a drug product.

Specifically,

a. There are no documented specifications for evaluating defects during visual examination of the tool and die sets.
b. During the observation of the equipment set up for Morphine IR 30 mg lot# 98774, on 15Dec2008, the technician used a
torque wrench to tighten the turret bolts. The SOP WI-2250-5001-00, “Set up of a(0) (4) requires the
use ofa| torque wrench.

OBSERVATION 22

The building lacks adequate space for the orderly placement of equipment and materials to prevent mix-ups between different
components, in-process materials, and drug products and to prevent contamination.

Specifically, the quarantine area and both DEA vaults at the Westport location were over-full with a variety of in-process and
finished products preventing adequate cleaning. inspection, and normal movement.
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LABORATORY CONTROL SYSTEM

OBSERVATION 23

The written stability program does not assure testing of the drug product in the same container-closure system as that in
which the drug product is marketed.

@
OBSERVATION 24 | ‘

Laboratory records do not mclude the initials or s:gnatme of a second person showing that the ongmal records have been
reviewed for accuracy, completeness, and compliance with established standards. ;

Specifically,

a. Metoprolol Succinate ER pellets, product code C—759 Iot #5 96857 and 96858, for use in 23.75 mg tablets, were
analyzed for dissolution on 01Jul08 and the raw datarevxewed by a member of the data management team on 06Jul08.

The review failed to identify the following discrepancies on the worksheet.

e HPLC is circled as being used for dissolution analysis when in fact the UV was used.
e  The lot numbers (96957 and 96958) listed on the balance printout for sample weights do not represent the actual lot
numbers (96857 and 96858) weighed.

The worksheet for dissolution analysis of Metoprolol Tablets 47.5 mg lot #'s 93973 and 94006 does not identify the
equipment used as required. This worksheet was reviewed by a data auditor in Aug2008.
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OBSERVATION 25

Verification of the suitability of the testing methods is deficient in that they are not performed under actual conditions of use.

Specifically,

a. The dissolution methods (#1-2115 and #9960) used for analysis of Metoprolol Succinate ER Tablets 50 mg, 100 mg and
200 mg were not properly transferred to the Quality Control Laboratory from Analytical Research department after a
significant change to the preparation of dissolution medium occurred in November of 2006.

b. The assay methods for determination of vitamin D3 in stability analysis of products such as Prenatal Rx, Advanced
NatalCare and PrimaCare tablets have not been shown to be stability indicating. Also, unknown peaks appearing in
chromatograms are not identified or quantified.

OBSERVATION 26

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

Specifically, the quality unit has failed to review the supplier’s laser particle size results for the active pharmaceutical
ingredient (API) Metoprolol Succinate USP, to ensure this API meets the internal specifications of (0) (4)
and has not qualified the supplier's capability to meet the internal particle size specifications.

OBSERVATION 27
Complete records are not maintained of any modification of an established method employed in testing.

Specifically, for the dissolution analysis of Metoprolol ER pellets lot numbers 96857 and 96858 performed on 01Jul08, the
sample preparation was modified to use a sample weight approximately () (4) " the amount specified in the method.

OBSERVATION 28
Established laboratory control mechanisms are not followed.

Specifically, the yearly preventive maintenance has not been conducted on HPLC (b) as required by LOP 216.00,

Regina T. Brown,
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“Shimadzu HPLC Preventative Maintenance Procedure-QC.” The last yearly preventative maintenance was performed on
120ct07.

OBSERVATION 2¢

Laboratory records do not include complete records of the periodic calibration of laboratory instruments.

Specifically, the data used to show system precision on HPLC (B)"afier maintenance was performed on 07Aug08, is non
existent. Suitability of the instrument can not be verified before proceeding with sample analyses. This HPLC is used for

Metoprolol analyses.

OBSERVATION 30
Laboratory records are deficient in that they do not include a complete record of all data obtained during testing.

Specifically, data obtained during visual examination of retain samples performed on 04Dec2008 for Hydromorphone HCI 2
mg Tablets lot #'s 94184, 94186, 94188, 94190, 94191 and 95532, were not recorded in a laboratory notebook at the time

analysis was performed.

MATERIALS SYSTEM

OBSERVATION 31

There is a lack of rotation so that the oldest approved stock of components is used first.

a. The use of Metoprolol ER pellets 25 mg (approximately '(?)7(4) per batch) is not performed in sequential order. Batches
of ER pellets are consistently used across multiple batches of Metoprolol tablets 25 mg (approximately () (4) of peliets
used per batch depending on the assay value) without exhausting one batch before using the subsequent batch. The most
prevalent example of this practice is demonstrated with (b) (4) _ batches of Metoprolol ER pellets 25 mg assayed at
values below the desirable target of | | used in manufacture of approximately(B) (4) lots of Metoprolol
ER 25 mg Tablets from August to November 2008. This was done with no formal justification.
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ER Pellets Release Expiration Assay Quantity
lot# Date Date (mglg) T lUsed o0 0g)

see71  7mi2008 12312008 B) " 7/30/2008
712112008
8//2008
81412008

8/6/2008

8/4/2008

8/4/2008
11/16/2008

96866 7/12/12008 12/31/2008

8/56/2008
10/31/2008
10/31/2008
10/10/2008

$/10/2008
10/8/2008
10/8/2008
10/9/2008
10/10/2008

96866 8/11/2008 12/31/2008

96857 7/8/2008 12/31/2008

96868 7/6/2008 12/31/2008 8/6/2008
B/4/2008
11/1/2008
11/3/2008

11/16/2008

96869 7/8/2008 12/31/2008 10/28/2008
10/27/2008
10/10/2008
10/13/2008

10/14/2008

96860  7/10/2008 12/312008 [ 10/30/2008
11/3/2008
11/3/2008
11/3/2008

s

Bulk
Tablet

95664
$8503
98508
$850%

88608
S8807
98608
100768

98604
98636
98235
100644

98622
100640
100841
100642
100543

98505
98510
100768
100762
100768

98633
98534
100545

1008647

99242
100788
100760
1007¢€1

Packaged Lot#

96918

98871

96921
Rejected

Rejected

Rejected

Rejected
96474

98872
101687
101692

ECIV Inventory

99663
96906
95908
100927
100928

96921
Rejected
101691
101696
96474

101588
101589
101681
101682
1016838101685

$6808
101682
1015693
101694
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Additionally, of the above lots of Metoprolol Tablets 25 mg using ER pellets of lower potency, none have been placed on

stability.

b.  The use of (B)/(4)"(approximately{(B){(@)W per batch) is not performed in sequential order. () (4)" s consistently
used across multiple batches of Metoprolol ER pellets, 25 mg (approximately used per batch) without exhausting

one lot before using subsequent batches. The most prevalent example of this practice is demonstrated with batch #

1214150

eing used in conjunction with batch # 122572, received approximately three months later. It was

used in approximately (B)batches of Metoprolol ER pellets. There were{B)iillother batches of_received

between these [(B) "batches. This was done with no formal justification.
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S Re;:zed E"‘t;'::"’“ Assay (ppm) ERPelletiot#  Date Used A“““(':;,U“d
122572 8/20/2008 17000.0000 (b) 28950 11/26/2008
98951 1172412008
98952 1112412008
98953 11/26/2008
98954 11/24/2008
101203 1112412008
101204 11/24/2008
101205 11/25/2008
101206 11/25/2008
101207 11/25/2008
101208 11/25/2008
101208 11/25/2008
101210 11/25/2008
101211 . 11/25/2008
101212 11/25/2008
101213 11/25/2008
101214 11/26/2008
101215 1219/2008
101216 12/19/2008
101217 12/19/2008
101218 12/19/2008
101218 1/2/2009
101220 1/272009
101221 1/2/2008
101222 1/2/2009
101223 1/212009
12141& 5/7/2008 17000.0000 - 98950 11/26/2008
98951 11/24/2008
88952 11/24/2009
98952 11/26/2008
98954 11/24/2008
101203 11/24/2008
101204 11/24/2008
101205 11/25/2008
101206 11/25/2008
101207 11/25/2008
101208 11/25/2008
101208 11/25/2008
101210 11/25/2008
101211 11/25/2008
101242 11/25/2008
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c. Bulk batch 98794 of Hydromorphone was manufactured using ) ® ots of Hydromorphone API,
lot number 00119768 and 00122132. Lot 0019768 was received prior to receipt of lot no. 00122132.
The firm has in stock a total of () (4) " of Hydromorphone lot 00122132 received 11Jul2008 and
0.455 kg of Hydromorphone lot 0119768 which was received 11Dec2007. Instead of exhausting the
entire first in lot of Hydromorphone lot 00119768 a decision was made to use 00122132 received
11Jul2008 first, without justification.

OBSERVATION 32

Laboratory controls do not include the establishment of scientifically sound and appropriate sampling plans designed to
assure that components conform to appropriate standards of identity, strength, quality and purity.

Specifically, the manner in which the water samples are collected does not allow you to determine the actual quality of the
water.

QA/QC sampling and testing of water from the closed loop, continuously circulated purified USP water system (SOP

211.84.01 “Sampling, Testing, and Approval of Purified Water USP, Deionized Water, and Potable Water™) is not performed
at a minimum ofﬁ nor performed at a frequency to encompass worse case testing. Sampling is not performed

more frequently on water ports which have a greater use rate, and sampling is not organized to ensure it is representative of

true use scenarios when samilini occasiona]li occurs iost sanitization. SOP 211.84.01 section 7.2.6.2.2 states (B) (4)"1

. Pun_ No sampling is documented in the point of use log from 30¢t2008 through
29Nov2008; nearly a two month time span.

e Port o sampling is documented in the point of use log encompassing the dates from
270ct2008 until 1Dec2008, which is outside the time of (0) (4) " as specified in the SOP. Additionally, a
sample was collected after hose sanitization with no production use documented between

those points.
¢« Po Sempling occurred on

270ct2008 as documented in the point of use log. Sampling failed to occur again until 8Dec2008 and was not
documented again, showing samp]ing-during a 2 month time span.
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OBSERVATION 35

Batch production and control records do not include the identification of the persons performing each significant step in the

operation, for each batch of drug product produced

Specifically, prior to production, maintenance technician(B) (4)adjusted press parameters on the PLC and checked tablet
characteristics for Hydromorphone 2 mg lot number 94184. However, he dld not Sign the batch production record as having

participated in the batch preparation:

EMPLOYEE(S) SIGNATURE 7 / ‘S =X DATE ISSUED
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