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Materials and Products Review
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Self Inspection
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Quality Audit
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Disposition of Materials and Products
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Master Documents

1. Product Authorization

2. Master Formula

3. Master Manufacturing Instructions
4. Master Packaging Instructions

5. Specifications

6. Test Methods

/. Sampling Procedures



Batch Records

 Batch Production Records
 Batch Control Records



Batch Control Records
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Quality Control Records and Reports
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Quality Control Records and Reports

Standard Operating Procedures “SOPSs”
Standard Test Procedures “STPS”
Work sheet

log book

Control Chart

Training Guide

Calculation sheet

Material Safety Data Sheet "“MSDS”
Validation Report



Standard Operating Procedures "SOPs"

* An authorized written procedure giving
Instructions for performing operations both
general and specific



Standard Operating Procedures "SOPs"
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Standard Operating Procedures "SOPs”

Definition of Responsibilities
Personnel

Organization

Training

Validation

Facilities, Tools, Machines, Equipments..
Provisions for the Control of Labels
Packaging

In-Process ltems

Finished products

Complaints

Stability and Expiration Date
Recalls



Standard Operating Procedures "SOPs"

» Title and Number

* Purpose

¢ Scope

* Responsibility

* Frequency

* Procedure

» Approvals: Dates and Signatures




NMEWLABS., INC.

LABORATORY PROCEDURE

TITLE: Sample Analytical Monograph
{(Sinale Test Stylel—Assay of

Acetaminophen Granulations NUMBER: o027 REW: 1
WRITTEN BY: DATE: PAGE 1 OF 4
REVIEWED BY: DATE:
APPROVWED BY: DATE: EFF. DATE:
APPROVWVED BY: DATE:

1.0 PURPOSE:

1.1
acetaminophen granuilations.

2.0 SCOPE:

To prowvide an in-house monograph for determination of acetaminophen purity in 90%c

2.1 Assay of acetaminophen granulations using a modification of the USP 23 procedure for

assay under “Acetaminophen Capsules.”

3.0 RESPONSIBILITY:

3.1 Laboratory managers and supervisors and analysts.

4.0 FREQUEMNCY:
P B ¢ Each assay determination.
5.0 PROCEDURE:

5.1 Reagents and Apparatus

5.1.1 Acetaminophen USF or House Reference Standard.

5.1.2 Methanol, anhydrous, HPLC-grade.

5.1.3 Deionized water.

5.1.4 Ultrasonic water bath.

5.1.5 HPLC system, consisting of a pump, autosampler, UV detector and integrator.

5.1.6 Volumetric flasks, 250-miL.

5.1.7 ©0.45 micron disposable filters, Acrodisc™ or equivalent.

5.1.8 Clisposable 5 mL syringes, luer iok™ .

51.9 HPLC sample vials, disposable.




MNMEWLABS, INC. LABORATORY PROCEDURE

TITLE: Sample Analytical Monograph

(Single Test Style)—Assay of

Acetaminophen Granulations NUMBER: o027 REW: 1
WWRITTEMN B™Y: DATE: PaSE 2 OF 4

5.1.10 Analytical balance, capable of reading to 0.01 mg.
5.2 Chromatographic Conditions
s5.2.1 Column, C18 reverse phase, 5—10 micron, 3.2 mm x 150 mm.
5.2.2 Flow rate, 1.5 mbL/minute.
5.2.3 Wavelength, 254 nm.
5.2 .4 Mobile phase, degassed H_O/Methanol, 3:1 w/v.
5.2.5 Injection volume, 5 Mmicroliters.
5.2.6 Detector range, 0.5 AUFS.
5.27 Chart speed, 1 cmyminute.
5.3 Standard Preparation
5.3.1 Accurately weigh &0 mg of USP Acetaminophen Reference Standard or
Acetaminophen House Standard and transfer quantitatively into a 250-mL

volumetric flask, by difference, or with the aid of several milliliters of mobile phase.

5.3.2 Add 30 mbkL of mobile phase to the 250-mL volumetric flask containing the standard
and sonicate the resulting mixiure for 15 Minutes.

5.3.3 C ool the contents of the 250-mL volumetric flask to room temperature. Dilute the
flask to the mark with mobile phase, add a small Tefion®-coated magnetic stirring
bar, and stopper and stir on a magnetic stir plate for one (1) hour.

5.3.4 Transfer a portion of the resulting solution into a disposable HPLC sample vial.

5.3.5 Prepare standards in duplicate using two (2) separate weighings.

5.4 Assay Preparation

5.4.1 Accurately weigh a gquantity of sample, previocously dried @ 105°C. for one (1)

hour, equivalent to 60 milligrams of acetaminophen and transfer gquantitativelby

into a 250-mL volumetric flask, by difference. or with the aid of sewveral milliliters
of mobile phase.




NEWLAEBS, IMNC. LABORATORY PROCEDURE

TITLE: Sample Analytical Monograph

{Single Test Stylel—Assay of

Acetaminophen Granulations NUMBER: 027 REW: 1
YWRITTEN BY: DATE: PAGE 3 OF 4

5.4.2 Add 30 mL of mobile phase to the 250-mL volumetric flask containing the sample
and sonicate the resulting mixture for 15 Minutes.

5.4.3 Cool the contents of the 250-mL volumetric flask to room temperature. Dilute
the flask to the mark with mobile phase, add a small Teflon-coated magnetic
stirring bar, and stopper and stir on a magnetic stir plate for one (1) hour.

S5.4.4 Filter a portion of the resulting solution through a .45 micron Acrodisc™ filter

directly into a disposable HPLC sample wvial, discarding the first five (5) mbL of
fitrate.

5.5 Analysis
5.5.1 Inject five (5) replicate injections of a standard preparation into the chromatograph.

5.5.2 The relative standard deviation for the replicate injections should be o Mmore
than 2.0 percent. T he column efficiency should be not less than 1000 theoretical
plates, and the tailing factor should be no mMmore than 2.

55.3 Inject two (2) replicate injections each of the duplicate standard preparations
into the chromatograph and calculate the purity of standard #2 wversus the
response factor for standard #1. The purity of the second standard preparation
should be between 29—101 percent relative to the first standard preparation.

5.5.4 Inject two (2) replicate injections of each assay preparation, bracketing the assay
preparations with one of the standard preparations by injecting two (2) replicate
injections of a standard preparation after every third sample (assay preparation).

5.5.5 If the cumulative standard deviation of each periodic standard, when averaged
imn with the initial five (5) system suitability injections plus prior periodic standard
injections, is greater than 2.0 percent, then the sample results between it and
the previous standard cannot be accepted. In that case, a new system suitability
must be performed and the questionable samples repeated (Refer to SOP 026,
“Standard Practices for Chromatographic Analyses™).

556 For samples that are properly bracketed by standards, caiculate the quantity of
acetaminophen in the portion of granulation taken for analysis. Sawve all original
chromatograms and raw data.




NEWLABS, INC.

LABORATORY PROCEDURE

TITLE: Sample Analytical Monograph

(Single Test Style)l—Assay of

Acetaminophen Granulations NUMBER: Q27 REW: 0O
WERITTEMN BY: DATE: FPAaGE 4 OF 4

5.6 Calculations

100

I

st

6.0 HISTORY:

&.1

s.2

REWVISICMN O:

REWVISION 1:

Sa&rmo

ZaAPAP whw

= average areas of sample injections

= average areas of standard injections

= weight of standard in milligrams™*~

= weight of sample in miilligrams

For USP standards, wt = actual milligrams

For house standards, wt = actual milligrams multiplied by (percent potency/

100)

Supersedes - QOriginal
Reason - A

Supersedes - 05/25/94
Reason -

Modification of USP procedure




Analytical Worksheet

* Printed form or analytical workbook for
recording information about sample, as well as
reagents and solvents used, test procedure
applied, calculations made and results



Example of a Worksheet

2000
Batch Cate
Lot Analyst
{13 ScsEthanol (2) FaAcidity {(3) Sp.G.
200
Batch | Date
Lot Analyst
{1y aEthancl (Attach GC readout—Report S2ETOH)
{(2) @cAcidity (S50 m! sample, O.1N NaOH - Run a blank)
(Sample —_ Elk » » ™ > 0.050
100 = o
50

(3) Sp.G @ =25/25

Analyst




Control Chart

Acetamanophen granulaticon bulk density (GMACC]—24 consecutive batches.

- B.D. (GKACTC)
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—_ — — LCL

Imndividuoal Lots

Raw Data—Bulk Density (GMACC) Statistical Data—/"APAF Assays
BATCH HMNUMBER B E DHEMNSITY (ogfoc) PARAMETER WALLUE
1 [ - K- ] Meaarmn OS50
2 O a5 Sigrma pu i ]
A I o.aT Rarge O dE—0.55
£ | R ] Computed LUCL 058
=5 | 0.a7 Computed LiCL Oz
L= | OS5 Lhpper Spec LIS oG
e 1 O S S Within = 1 FE_ 205
= B D WA = 2 10002
@ | O 45 S WWIhIin = 3 10 O
10 O 8 Lower Spec LSL o3
11 Tl P 298
12 | 048 P 143
13 i in B L
14 | BT
15 .51
16 I 0.5
17 O.55
185 .52
1= .51
20 o.=3
=1 052
> .52
23 052
Za | 0.6




Analytical Test Report

* Analytical test report usually includes
description of test procedure(s) employed,
results, discussion and conclusions and/or
recommendations of analysis of sample



Example of a Analytical Test Report

COMPANY NAME

RAWVY MATERILAL SPECIFICATIOM

RETEST DATE

ADDRESS ANMD AMNALYTICAL REPORT SHEET
Material
Code Control MNo.

Manuf. Date
CSuantity

Lot MNo.

Received

SAMPLING

DAT A Sample Size

Mo, of Containers Sampled

Sampled by

TEST METHOD SPECS RESULT AMNALYST REF DATE
REMARKS: ~ RETEST OMN A YEARLY BASIS
MAMNMUFACTURER'S C of A ALSO REQUIRED FOR RELEASE
Avudited by Crate
Disposition By Date




Special Records and Reports

Complaints

Product Recall

Self-Inspection and Quality Audit
Validation



Administration of Quality Control

Operations
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Administration of Quality Control
Operations
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Administration of Quality Control
Operations

Defining of Responsibilities <l 5 suwall ajaa
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Personnel
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Training
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Training
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Laboratory Utilities and Facilities
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Equipments
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Budgets
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Management Functions

. Planning

. Organizing
. Staffing

. Directing

Performance Control



QC LABS

; 2. Instrumental
L Sremical Analysis Lab
Tesin éub | - 3.Microbioloy
A and
8. Trained - | Toxicology lab
Personnel | i
4. Provision
for retained
. g | samples and
o e =5 stability
7.80Ps [ / samples
. 5.
6. Relevant Documentation
Books L Room |




QUALITY ASSURANCE AND QUALITY

CONTROL

ATTRIBUTE QUALITY ASSURANCE QUALITY CONTROL
Definition QA is a set of activities for ensuring QC is a set of activities for ensuring
quality in the processes by which quality in products. The activities focus
products are developed on identifying defects in the actual
products produced.
Focus QA aims to prevent defects with a QC aims to identify (and correct)
focus on the process used to make defects in the finished product. Quality
the product. It is a proactive quality control, therefore, is a reactive
process. process.
Goal The goal of QA is to improve The goal of QC is to identify defects
development and test processes so after a product is developed and
that defects do not arise when the before it's released.
product is being developed.
As a tool QA is a managerial tool, QC is a corrective tool,

QA is company based.

QC is lab based.







