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minimum standards are present for drug product qua[zQ s

OTﬁey app[y to domestic and to foreign Supp[ugrs w o '
manufacturers whose bulk, components and- fzms @
pharmaceutical products are imported, distributégh, or sofd
this country,. g 7



TOPICAL OUTLINE OF CURRENT GOOD MANUFACTURING PRACTICE REGULATIONS &

Ly

"~ A. General Provisions

~——B. Organization and Personnel
Responsibilities of quality control unit
Personnel qualifications

Personnel responsibilites

Consultants
C. Buildings and Facilities

Design and construction features
Lighting
Ventilation, air filtration, air heating and cooling
Plumbing
Sewage and refuse
Washing and toilet facilities
Sanitation
Maintenance
D. Equipment
Equipment design, size, and location
Equipment construction
Equipment cleaning and maintenance
Automatic, mechanical, and electronic equipment
Filters

E. Control of Components and Drug Product Containers

and Closures
Receipt and storage of untested components, drug
product containers, and closures

Testing and approval or rejection of components, drug

. Production and Process Controls

. Packaging and Labeling Control
. Holding and Distribution
. Laboratory Controls

. Records and Reports :
. Retumed and Salvaged Drug Products

product containers, and closures

Use of approved components, drug product containers,
and closures

Retesting of approved compeonents, drug product
containers, and closures

Rejected components, drug product containers, and
closures

Drrug product containers and closures

Written procedures; deviations

Charge-in of components

Calculation of yield

Equipment identification

Sampling and testing of in-process materials and drug
products

Time limitations on production

Control of microbiological contamination
Reprocessing

Returned drug products
Drug product salvaging



cGMP for Finished Pharmaceuticals

Common terms used in these regu[ations are de ﬁnec{ as:

have pharmacologic activity in c[zagnoszs cure, mztzgczgz‘;.x
treatment or prevention of disease. el ¥,
+Certification:  Documented  testimony 5y ' quafifien
authorities that a system qualification, _‘Ca[ib'mt_:',f‘}
validation, or revalidation has been performed g bl
and that the results are acceptable '



*Compljzance; manufacturer acting in accordance 1
prescribed requlations, standards, and practices

+ Component: Any ingredient used in manufactum_“; :

+ Drug product: Tinished form that contaius’ e e
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ug and nactive mgrec[zents. Inactive ingredients sorbitol, |

water, hydrated silica, PEG-6, sodium
laury! sulfate, flavor, zinc citrate, i
cellulose gum, carrageenan, sodium
saccharin, hydroxyethylcellulose,
endium citragte, stannous chloride,

| polyethylene, Jitanium dioxide,
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identifying lot number.

+Lot number, control number, or batch number:s
combination of letters, numbers, or symb'ols Fouee

which tﬁe comp[ete ﬁzstory Qf
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+Quality control: process through which ma[ustiy o
measures actual quality performance, compares it £’
with standards, and acts on the difference.” > .. &,

LQuali’ty control um't° organizationa[ é[emen}




all or part of the manufacturing process.

+Strength: concentration of drug per unit dosé: *g
volume. B> A
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+Verified: Signed by a second individual or reeorc{e

automated equipment.



' Organization and personnel

product components product specgﬁcatzo

products, packaging, and labeling



All personnel engaged in the manufacture, b
processing, pacKing, or holding of a drug proc[uci i
including those in supervisory positions, are.. o
required to fiave the education, training, and/or~* %
experience needed to fulfill the assigned g
responsibility. o A




peTlapments ———— -

amequipment's surfaces anc[ parts must not interact, *
processes or product’s surfaces compoumﬂ; 50
affect purity, strength, or quality. ne S

wmStandard operating procedures must be
followed for proper use, maintenance '

of each piece of equipment.



Control of Components, Containers and Closure
X Bu pharmaceutical chemicals, containers,

closures must meet the exact physical and cﬁemz
specifications established with the supplier at the t%’
of ora[erzng g

through  representative  sampling . ancf Tl
qualitative and quantitative analysis. e q1 l

ok~ R
control unit approves and releases fiidse , in’
manufacture only those that meet the SPEifteations *-
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s
Packaging and labelling control J

@ Written procedures are required for the
identification, storage, handling, samp[ing, TR
and testing of drug product and issuance oj 3

labeling and packaging materials.



/WT’ 1ration Date o i

W7o ensure that a drug product meets standards of
identity, strength, quality, and purity at time of
use.

drug products, allergenic extracts — +
\ w pelow 3



6ar1’zer5 to entry which, if breached or mzssmgx ccm '
reasonably be expected to provide visible emcfence 6":1
consumers that tampering has occurred. ™ 0 i
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—Holding and Distribution
& Finished pharmaceuticals must be quarantined in #
storage until released by the quality control unit. %7 s
$Products must be stored and shipped under «;',,'ff.‘.

conditions that do not affect product quality.~. 3



LABORATORY CONIROLS —

/

@ Laboratory controls are requirements for ~thg?
establishment of and conformance to : .

written specifications, standards, sampling p[ £
test procedures and other such mechanisms. ,f e
The specifications, which apply to eacﬁ Eatcﬁ OJ‘ : e '?IQ
product, include sample size, test intervafs e
storage and stability testing :



RECORDS AND REPORLS —
% Name and strength of the product

% Dosage form

% Quantitative amounts of components. s ab
% Complete manufacturing and control ]KZMCQ'" ;'
% Equipment used oy ol



% In-process controls
% Sampling and laboratory methods and assay resuﬁts ﬁ?;
% Calibration of instruments e,
% Distribution records

% Dated and employee-identified records

All records must be made available at the tl'
inspection by FDA officials. ¥




ADDITIONAL cGMPREQUIREMENTS 5%

Active Pharmaceutical Ingredients and Exciepients

£ .74.~_

active ingredients and pharmaceutical w(czpzents as tﬁ. D
too, are components of finished pharmaceutical. proc[u
must be produced in accordance with CGMP Standanfs-f



® Specifications and analytical methods for all reactivd”
and nonreactive components used in synthesis ‘

® (Critical chemical reaction steps

® Handling of chemical intermediates



® Quality of the water systems

® Solvent handling and recovery systems

® Analytical methods to detect zmpurztzes or? =
chemical residues and the limits set

chemical



Clinical Trial Materials — e o
® This applies to both the production of the
and mvestzgatzona[ drug products. AR

rqﬁnec[ and during Phase 3 they are e)(pe@tec[
meet all requlatory requirements. P

Biologics



Medical Devices o
& Devices are approved for marketing

when shown to be safe and effective

tﬁrougﬁ premar@et approw[




patzent -specific medications, including the following:

1. Many patients need drug dosages or strengths that are not
commercially available.

proc[ucts

4. Children's medications must be prepared as [zquzc[s
enhance compliance.

5. Some medications are not very stable and requies
s

dispensing every few days.



USP-NF formulary

T ———— ?

The stability includes packaging, sterz[zty, ana 3&461 % ‘

criteria and guidelines for assigning 5eyonc[ us c[ates



G ey,
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1. For mnon aqueous liguids and
formulations:

2. For water-containing formulations prepare
et 7"-?’

from ingredients in solid form, the 6eyoncf USeH®
date is not later than 14 days wﬁen stored at®

cold temperatures.



3. For all other formulations, use date is not later
than intended duration of therapy or 30 days.



The main difference between non-sterile compounding and sterile

compounaﬁng is the requirement for sterz[zty (Pﬁyszca[ anc[ cﬁemm %7

sterility testing,” it is meant that there is a systematzc i
,z Yh\ e ) ‘

periodically testing compounded preparations.
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