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Laboratory Systems

OBSERVATION 6

Laboratory controls do not include the establishment of scientifically sound and appropriate test procedures designed to
assure that drug products conform to appropriate standards of identity, strength, quality and purity.

Specifically,

System suitability conducted for Dissolution Assay per laboratory test methods evaluates only five
replicate injections for Relative Standard Deviation (RSD) NMT 3%. USP requires six replicate
injections for instrument precision and accuracy. For examples; Imodium Chewable Tablet, [CYICH]
dated 05/05/10; Imodium Advanced Caplets,m dated 04/22/08; and Imodium Advanced
Chewable Tablets (aka Imodium Multi-System Chewable Tablets), [(JJE)Jo1/30/0s.

OBSERVATION 7

Deviations from written test procedures are not justified.

Specifically,

Dissolution testing and dissolution assay for Imodium EZ Chew Tablets per ((QRCIM c1uded the

following deficiencies observed on 06/24/10:

a. The analyst used the wrong tablet sequence for placement into the six dissolution vessels as follows:
Tablet 1 (V) was placed into the 4™ vessel rather than the 1% vessel; Tablet 2 (V) was placed into
the 1" vessel rather than the 2™ vessel; Tablet 3 (V3) was placed into the 2™ vessel rather than the 3™
vessel; Tablet 4 (V4) was placed into the 3% yvessel rather than the 4" vessel. Tablets 5 (Vs) and 6
(V) were correctly placed into the 5™ and 6" vessels, respectively.

b. System suitability included 5 replicate standard injections for an RSD NMT 3% rather than USP
recommended 6 replicate injections for precision and accuracy.

c. Analyst used the same filter and syringe for sampling each of the 6 dissolution vessels for
dissolution assay per{CJNGIMMM with no scientific justification to demonstrate that there is no carry
over of active from vessel 1 to vessel 2, vessel 2 to vessel 3, vessel 3 to vessel 4, vessel 4 to vessel 5,
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and vessel 5 to vessel 6.

RN (b) (4) mobile phase w the dissolution assay of dissolution
samples for Imodium EZ Chew Tablets on 06/24/10. pecifies to use a [(QF@mobile

phase mixture. (NG reads in part: “*** The ratio of mobile phase components may be adjusted
by[ON&'to optimize chromatography***”. Hence, (Y NCIIELows for the rapee of{(S)NCI I
In addition, the Test Method Validation, Report (YN CIIN for{{)NGII:sed the

mobile phase and did not evaluate the[(JJE)mobile phase. The Test Method Validation,
Repormﬂh also reads in part: “**{(QJCIl+*+* The ratio of mobile phase components

may be adjusted by [QIQH to optimize chromatography ***.

OBSERVATION 8

Labaoratory records do not include complete records of any testing and standardization of laboratory reference standards and
reagents. ‘

Specifically,
A. Biological Indicators for (b) (4) 1ot {CYNCO N - - ob:crved
to be stored in Refrigerator i on 06/22/10, which is not being monitored for storage at RH

per manufacturers' instructions. ‘ ‘
B. Reagents were not logged into a Drying Oven Log Book and were observed on 06/22/10 in the
analytical laboratory room testing area desiccator. Reagents were stored in a crucible sealed with

wax parafilm. For examples:
» (OIO N o OXCR:i:tion date 03/2013, dried at Q@bn

06/09/08. This reagent contained a glass cover sealed with wax parafilm.

b. (IO - (XD expiration date 09/2012, dried at{QJE for[(QJHEY. no date

was written on the crucible when the reagent was dried.

(D) (4) lot (Y NENM cxpiration date 09/2012, dried ot (SASY for (DY) on

05/04/09.
(D) (4) lot (XD expiration date 06/2012, previously dried with [(JJE)
_ [OXCM: o date was written on the crucible when the reagent was dried.

| oBSERvATION 9

Samples taken of drug products for determination of conformance to written specifications are not properly identified.

Specifically,
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One sample tube each for (b) (4) hssociated with open events were observed on the

counter in the microbiological laboratory on 06/22/10 and not properly labeled with the [(XEIID

number and date as follows:
a. LIMSID (b) (4 ) dated 12/03/09.
b. LIMSID dated 02/22/10.
c¢. LIMSID dated 04/14/10,
d. LIMSID dated 04/27/10

Production Systems

OBSERVATION 10

Procedures designed to prevent objectionable microorganisms in drug products not required to be sterile are not .

Specifically,

The normal microbial flora of the facility has not been determined to date.

Facilities & Equipment

OBSERVATION 11

Routine inspection of mechanical and electronic equipment is not performed according to a written program designed to
assure proper performance,

Specifically,

A. Wemive Maintenance program for the following equipment i\(b) (4)
Wlution Apparatuses (b) (4)

a.
b. for Rapid Resolution
c. titrator
d. pectrometer
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disruption for suspensions. To date, the valve seats on Homogenizers (b) (4) have not been
replaced since 05/23/05 and 03/24/06, respectively; the valve on Homogenizef@@Ihas not been
replaced since 2006; and there were no records available for changing the oil or replacing the filter
cartridge for each of the homogenizers. The SOP for Preventative Maintenance is incomplete in that it
does not describe the steps or procedures that technicians are to follow for maintenance on the
Homogenizers. In addition, there were no training records available for the technicians responsible for
the maintenance of the valves and seats for the homogenizers.

* DATES OF INSPECTION:
06/22/2010(Tue), 06/23/2010(Wed), 06/24/2010(Thw), 06/25/2010(Fri), 06/28/2010(Mon), 06/29/2010(Tue), 06/30/2010(Wed),
07/01/2010(Thu), 07/02/2010(Eri), 07/07/2010(Wed), 07/08/2010(Thu), 07/09/2010(Fri)
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