oft® 1o o) |rerboud

8/10/2018

R B C Pharmac‘?'

Jualo pole 3000 .2

Q

Shai G0 | duilgall dudlyall

Jole pnnl) jgisallg duslgal) duldy)) Ol Sy &0 Wildav) A%y)) bac
3w 6ywlan)) 0ds o9 (Quality assurance O Lihan dndi) @id)lo
Re0) wuwln)) 2lidn)) gavg Quality control 9 Quality assurance O

audlpo aud

9 QC g gl
QA

Jaaiaill Olelal
Qyjusall

O g ... dudlya))

: 5 2ioal) Lu 5O

i 26
) 27
) 37

clsl audlyoll
IPC daleoll

algo &udlo -

':‘ 1:. ; .-Il
cul<illg

algo &udlo -
ajgill




RBOPharmac%{ Drug Quality and Control | Awlgall dudlpall 4 %rémwl

)0 26 Gasg AWg)) Alga)) oVLw) A Yud Adsbu)) 6)Inn)) WO L5aNS
Joda o nanb Jaing Adg)) Algn)) oe Euan) gl A69 dgu)iNig
&2101)) W) 6aln))

Intermediate materials

Intermediate or bulk products refer either to those materials or
products that are prepared en route to the finished product or, for
example, bulk tablets before they are packed.

«In all cases they should be appropriately stored.

«On receipt, they should be handled just like any other starting
materials.
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Packaging and printed materials dulillg dlxill algo dudlpo

Generally, packaging materials should be handled in the same way
as any other starting material.

algall Loy Jalsi Lill diaplall Guiiy diseill wlge ga Jalsill piy Of cina dagac
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«Particular attention, however, must be paid to printed components.

In some countries, over half of all product recalls are the result of
failures in the quality of printed components. Hence security is

essential.

b sladY (5o<i labill Gasy Lad dicgbaall SiligSalls Gala plaial ¢ cing
dalaall Gl 1A Wlafiall i (e ST e ci (8 dacliball SlgSall Saga
Cut labels and other loose printed components should be stored
and transported in separate closed containers to avoid mix-ups.

degaball iligSall (pa layicg cut labels digisll Sihaliad (A el Of wia
mix - ups Sldgdill Lia' d8liag dlgada filigla , Laliig 8)all

«Any printed components rejected on receipt should not be returned
to the supplier but physically destroyed at the factory after notifying

W the supplier.
/ ﬁ £l N s i) aic laas) @3 degatae cibigSa i o] O
¢ in Jasall Li bale GlE i L ajgall LI ales Y

,ﬁ A aygall @l

@ /9roups/RBCs2019 —@. rbcsteam.org 1/. @RBCsPharmacy2019 10:




o

:
ol

d 4 62392l Wipio &udlo |1yl pole 30a0.3 RBOPharma

C

ol

b6

-

*QC department should witness the destruction.
.dungdyall dcgilnall cilig<all o] Sagall dublye @al amdy (i casng ©
Supplier may wish to examine the materials before destruction.
a8 fud dingdyall slgall gand i aygall caéyy as ©

-Allowing the supplier the opportunity to do this should not prolong
the process of destruction.

Jabay i cans Laa | Jus dingapall algall Gasdy gl ajgall dajall sliac o) ©
Y dalac

- Any obsolete or outdated packaging materials must be destroyed
and its disposal recorded. This is essential to prevent unauthorized
use of these components. There have been many cases of
counterfeiters , who have successfully removed waste or obsolete
packaging components illegally from companies , and then used the
materials in their own products.

dlll g obsolete &agadll &ul$ill alga &M cany ©
Aaia disposal valdill dulac Juawsi ciaag coutdated
odal i 2 paall pé @ladiuwdl gial duulul dulasll oia O
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duleill Slig<a allj] lgclhiwl (uall counterfeiters
o Gigils ué JSdu WilSyd (e dagaill gl dapall
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«When the packaging department receives a delivery of materials,
these should be checked for conformance with the requirements in
quantity, quality and identity.
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Every delivery or batch of printed components should have a
specific reference number or batch identity. A packaging component
identification mark is valuable to identify the version of the
component.

laaaa Liea po Lady daglinall ciligSall (o deals batch duag JS elliat i wias ©
packaging component caulsill 09Se il dede (lg duga g
valuable daid jisi (diueill ulga e fagi dadle) identification mark
(Balall) HoSall 1aa &y Lo aysill
«Same principles apply to bottles and ampoules for example, as much
as they do to labels, cartons, blister foil and soon.
blister foil yiuulll Sl yg il ySilg ciligisll Lo ddshall Lawuas (salall O ©
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Anlie)) san gl dugld)) Eu
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Packaging & printed materials e
should only be issued for use by authorized

persons, to authorized persons, following a written
procedure.
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(Approved Suppliers) Gsaddaad Hsosell =2

(Component Style) Gasah s -3
Model NO. -cccececcennceccccccccccacsccccccccccncncns Z 3l A5,
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L T S P )
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Protective COoating ......cceeevsrsssssssssssssssnnns P
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ASSEINDBLY - conceritiicsnsovnnrnamnshsessvarrases % gaall ot 50l LSV o

(Quantitative Measurements) a,ash Clulin —4
DADNENEIONE s ivssnunsanewnes hasssionienessaehnessnvornsatses s
HEIGNE cosssssssvssorsssssssosivesssssssrssssossovosivossssss £\
Weight cccccccrcccncrnccececcsccscscsssscscccscccccssscssccncsns oM
WAAER ‘cossesscssensnonussronsssssossuassssssssvsssssssonsnnsas el
Thickness ....cccccccccccccccccccccccccscscscccccscscsssnnans aclasn
LENGN coccceccsseccccsssssscessscccssnssnsssssssscscsassacosen Jslalt
Diameter cccccccccccccccccccctccccccccsssscsssssscccscsscsscs S =
R 5 SAalal lan
o 5 O LA kan
CBPACILY .ccccccccccccascascccnsccsssssscasasssssscescasssassns E 1)
Fill Height ccccccccccrrcccccscrcscccsscccccesssscccccess eJdalt & o
Overflow Capacity «.cciieeiimiiiiiirrsaacncaaaanan Aallal Aan

(Decorating/Labeling) spesid /Jesian -5
DeSign cccccccccccccccccsccccccrcccccccccccccssrcecccccscanns RSN )
COIOP coversssossessonscsssssonssossscssnssssssvsvessssssssssssse Zain
PlaCeMEent .ccccccccnccrcccccccenccccccccccccnccccccsccscencs enia sy

Packaging & Filling & Bottling Material Control
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(Critical, major, minor defects) dugilillg &uuiyllg &ayall cladNS v/
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What are critical, major and minor defects of a product?

sl gl .
Major deFects. Al ogu=ll

Critical
defects

*Minor éuenll Lgill

defects
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1-critical defect: critical defects are those defects which can be life
threating& which require the company to take immediately action
by all responsible means as soon as the defect becomes a part wither
in or out of business hours, example:

products labeled with incorrect name.
counterfeit or deliberately tampered with product.
microbiological contamination of sterile product.
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2-Major defects: major defects are those defects which may put the
patient at some risk but which are not life threating. Example:

-any labeling/leaflet misinformation which represents as significant
hazard to the patient.
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-Microbial contamination of non-sterile product with some risks.

:(awws 1) Major defects 6jusll ugiell .2
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3-Minor defects: minor defects are those defects which present
only a minor risk to the patient.

Any batch recall or product withdrawal would normally be initiated
a few days, example:

-really visible isolated packing faults.

-contamination which may cause spoilage or dirt& where there is
minimal risk to the patient.
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NEWLAEBS, INC. LABORATORY PROCEDURE
TITLE: Sample Analytical Monograph
(Single Test Style)—Assay of
Acetaminophen Granulations NUMBER: 027 REV: 1
_WRITTEN BY: DATE: PAGE 1 OF 4 i
REVIEWED BY: DATE:
APPROVED BY: DATE: EFF. DATE:
APPROVED BY: DATE:

1.0 PURPOSE:

1.1 To provide an in-house monograph for determination of acetaminophen purity in 90%
acetaminophen granulations.

2.0 SCOPE:

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 FREQUENCY:

4.1 Each assay determination.
5.0 PROCEDURE:

5.1 Reagents and Apparatus

5.1.1 Acetaminophen USP or House Reference Standard.

5.1.2 Methanol, anhydrous, HPLC-grade.

5.1.8 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-mL.

5.1.7 0.45 micron disposabile filters, Acrodisc™ or equivalent.

5.1.8 Disposable 5 mL syringes, luer lok™.

5.1.9 HPLC sample vials, disposable.
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5.1.10 Analytical balance, capable of reading to 0.01 mg.

5.2 Chromatographic Conditions

5.2.1 Column, C18 reverse phase, 5-10 micron, 3.9 mm x 150 mm.

5.2.2 Flow rate, 1.5 mL/minute.

5.2.3 Wavelength, 254 nm.

5.2.4 Mobile phase, degassed H,O/Methanol, 3:1 viv.

5.2.5 Injection volume, 5 microliters.

5.2.6 Detector range, 0.5 AUFS.

5.27 Chart speed, 1 cm/minute.

Standard Preparation

5.8.1 Accurately weigh 60 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.

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

Cool 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.

Assay Preparation

5.4.1 Accurately weigh a quantity of sample, previously dried @ 105°C. for one (1)
hour, equivalent to 60 milligrams of acetaminophen and transfer quantitatively
into a 250-mL volumetric flask, by difference, or with the aid of several milliliters
of maobile phase.
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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) howur.

5.4a.4a Filter a portion of the resulting solution through a ©.45 micron Acrodisc™ filter
directly into a disposable HPLC sample vial, discarding the first five (5) mL of
filtrate.

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 no more
than 2.0 percent. The column efficiency should be not less than 1000 theoretical
plates, and the tailing factor should be no more than 2.

5.5.3 Inject two (2) replicate injections each of the duplicate standard preparations
into the chromatograph and calculate the purity of standard #2 versus the
response factor for standard # 1. The purity of the second standard preparation
should be between 99—-101 percent relative to the first standard preparation.

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).

If the cumulative standard deviation of each periodic standard, when averaged
in 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 (Refar to SOP 026,
“Standard Practices for Chromatographic Analyses”).

5.5.6 For samples that are properly bracketed by standards, calculate the quantity of

acetaminophen in the portion of granulation taken for analysis. Save all original
chromatograms and raw data.

LABORATORY PROCEDURE

Sample Analytical Monograph
(Single Test Style)—Assay of
Acetaminophen Granulations NUMBER: 027 REV: 0

WRITTEN BY: DATE: PAGE 4 OF 4

5.6 Calculations

A, w %APAP wiw
A

std

average areas of sample injections
average areas of standard injections
weight of standard in milligrams**
weight of sample in milligrams

For USP standards, wt = actual milligrams

For house standards, wt = actual milligrams multiplied by (percent potency/
100)

6.0 HISTORY:

6.1 REVISION 0: Supersedes - Original
Reason - N/A

6.2 REVISION 1: Supersedes - 05/25/94
Reason - Modification of USP procedure
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