@. MANUFACTURING CHEMISTS ASSOCIATION

1825 CONNECTICUT AVENUE, N. W. @ WASHINGTON. D. C. 20009 ® (202) 483-6126

October 3, 1969

TO: Food, Drug, and Cosmetic Chemicals Committee

SUBJECT: Drugs GMP

Gentlemen:

Attached is a copy of the notice which appeared
in the Federal Register of August 22, 1969,

Your comments are requested in the event you
feel MCA should make a statement in response to
this notice. Please be sure to send your comments
to this office (copy to Bill McCormick) in time for
them to be received by Monday, October 13,

Sincerely yours,

//4231429%r74;,
M. M. Hoover, Secretary
Food, Drug, and Cosmetic
Chemicals Committee
MMH:sjg
Attachment
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" reviww and approval, together with assurance
© that the review committes does not allow

- paertictpation in its review and conclusions

by any individual involved in the conducy
of the reasarch activity under review (exoept
~ to provide information to the committes),
thmt the investigator will report to the com-
mittes foF review sny emergent problema or
proposed ural changes which may af-
fort the status of the investigation, and that
no changes will be made without committes
approval exaept whers necsssary to enm.ln-h
spparent immediate hosaras,
L] - .

8. A genaral outline of the pla.‘ umlur-
takw., (Modifieation 18 permi on the
Daais of sxparisnce gained, With the Approval
ot the review cammittee, without advance
submizyion of the amondmenta to the general

. oatine to the sponsor.)

4. Bubparagraph {13, Form FD 1873,
hu pevising division 2 to read as follows:

If any hospital, Institution, of research
m s involved, an ientifioation of the
sams and a deacription of the peer group
committes respanaible for initial and con-
tioning reviaw, together with assurance that
the review commitiee doss Dot allow particl-
pation In its review and conclusiona by any
tndividual involved in the sonduct Of tha
seamrch activity under review (except to pro.
mmummmmmmnmmm
. fnwwstigator will report to the committes for
feview any amergent problems or propossd
ural changes whioh mmay affect tha
Mmatts of the investigstion and that no

[ {
facitition that will be usad.

(I thia ln!ormntlon has been subumitted to

the aponaor snd reported by bhim on Farm
D, rofennoo 0 the previous submisalon
, Wil Do adequate.)

Any interested person may, within 30

", days from the date of pubHcation of thia

notice in the FrprralL RrcosTEx, flle with
the Hearing Clerk, Depariment of Health,
Edueation, and Welfare, Room 5440, 330
Judependence Avenue EW,, Washington,
.D.C, 20201, written comments (prefer-
ably in quintuplicate) regarding this
proposal. Comments may be accom-
panied by & memorandum or brief in
support thereof.

Dated: August 15, 1969,
' J. K. Kmx,

T Associcte Commissioner
- Jor Complinnee.

w.unu.»—m Misd, Aug 2, lbﬂ..
a:46 am.] .

5 RN

{21 CFR Port 1331}

DRUGS; CURRENT GOOD MANUFAC-
TURING PRACTICE IN MANUFAC-
- TURING, PROCESSING, PACKING,
Ok HOLDING

. Notice of Proposed Ruh Making

Pursuant to the provisions of the Ped-
eral Drug, and Cosmetic Act (secs.
801, 701 (), 52 Stat. 1049-50, as amended,
1088; 121 U.BC 351, 3'!1(&)) and under
suthority delegated to him (21 CFR
n.mo) the Commissioner of Food and |

Druogs proposes to amend Part 133 to
ciarify, strengthen, and meke more

&
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specific the ¢ood manu!ncturmg practice
Al‘orm:l ml:ll ropooedthnt §1 1831
oc e, p B
through 13314 be revised to read a%
follows:’ "
§ 133.1- Definitions. . ’

(a) Aa used in this parz “act” mesns
the Federal Food, Drug, and Cosmnetic
Act, sectiona 201-D02, 52 Biat, 1082 (21
UBC, 321-392), with all amendments

{h) The definitions and interprete-
tions somtained in section 201 of the Fed-
eral Food, Drug, and Cosmetie Act shall
be applicable to such terms when used
in the regulations in this part.

{c) As used in this part:

{1) The term “rnedicated feed’” maxng
any “complete feed,” “foed additive sup-
plament,” or “feed additive concentrats,”
a3 defirred 0 § 121300 of this chapter,
which feed comtains one or more
as Qufived in section 201{g) of the aet,
Medteated fends msub!ectbo g6 133,100~

13.110, ve.
(¢ 1] term "mmnﬂtd mnh
means ssubstAnce that meets the defini-

t!on in 4 T21.200 of this chapter for a
“fepd sidittve premix.” execept that it
cottaing onh or wore drugs &3 defined in
uctmn 201(g) of the act and is Intended

or manufacturing use in the production
of » medicated feed. Maoficated pre--
mixes &1o m.iecz to §## 353.200-153.210,
inelustve,

(d) As used ln §1132.2-133.14 in-
clusive:

(1) THe tarm “component” (raw me-
tertal) myeens sny ingredimt intended
for uss in the manufacturing of drugs,
inchnding thoss that may not appesr in

tumzorderdurmxthemwcuot
mammfacture,

(3) The term “lot” means ahuﬁchur
any portion of a batch of & drug or, In
the case of a drug produced by a con-
tiruous prodess, an amonnt of drug pro-
duced in & oMt of time or quantity in o
manner that azsures its uniformity, and
in either came which fy iGentifted by a
disiinetive lot number and has untform
charscter and quality within specified

(4) 'The terms “Jot number” or “con-
tral pumber” maan any distinetive som.

- bination of letters or numbers, or both,

by awhich the complete history of ﬂ:e
marufaritre, ocontrel, packaging, and
distribution’of & batch or 1ot of a drug is
determined g

(6) The term “pctive ingrediemt*
meana any substanca of a drug which i
intended to furnish pharmacological we=
tivity or othsp effect in the diagnosis,
cure, mitigation, treatment, or preverntion
of disease or to affect the structure or
any function of the body of man or othrer

a

%) The term “inactlve ingredient™
menns any lubsunce other than an “ac~

tive ingredient” present in a drug.

) The term “materials approval
unit” means gn organizational elemnt
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having the authority and responsibility
to approve or reject raw materials in-
process materials, packaging compo-
nents, and final products,

(8) The term ‘“strength™ means (O
the concentration of a known sctive drug
substance in formulation (for example,
w/w, w/v, or amit dose/volume basis)
snd/or (i) potency, that is, the apecifie
sbillty or capaeity of the produet as In-
dicated by appropriate laboratory tests
or by adequately enntrolled elinical data
obtatned through the sdministration of
the pfoduct in the manner inwnded to
effect’ a given result's) (expressed, for
example, in terms of units by reference
to o standard).

§133.2 Currems good manufacturing
praclice.

The criteria in §§ 133.3-153.14, inchi-

sive, shall apply in determining whether

drugz the methods used in, or the facilities or

-controls used for, the manufacture,
processing, packing, or holding of a drug
conform to Or sre operated or adminis-.
tered in conforputy with current good
manufacturing practice to assure that a

strength and meets the quality and pur-
ity characteristics which it purports or
is representied to possess, &4 required by
section 501(a)(2)(B) of the act. The
regulations in this part permit the use of
precision sutomatic, mechanicsl, or elec-
tronic equipment in the production and
control of drugs when sdequate inspéce
tion and checking procedures are used to
assure proper performance,

§ 1333 Buildiegs.

Buildings shal]l be maintained in a
clean and orderly manner snd shall be
of maitable size, construetion, and loca-
tion In relation to surroundings to faciti-
tate adequate cleaning, maintenanes,
and proper operations for thetr intended
purpose—the manufacturing, processing.
packing, labeling, or holding of s ¢roe.
‘The buildings shall:

{a) Provide sdequate space for:

(1) Orderly piacement of equipment
and materials to minimize any risk of
mixups between different drugs, drug
components, in.-process materials’ pack-
aging, or labeling, and to minimize the -
possibility of croas-contamination of one
drug by another drug’s).

(2) The receipt, storage, and with-
holding from use of components pend-
ing sampling, {dentification, and testing
prior to release by the materials approval
wnit for manufacturing or packaging.

(3) The holding of rejected campo-
nents prior to on in such n way
as to preclude the possibility of their use
in any manufacturing or packaging
procedure,

(4) The storsge of components ap-
proved for use.

(6) Any manufseturing and process-
ing operations performed on the drug.

(6) Any packeging and Iabeling
operations.

(7) Btorage of containers, packag-
ing materials, labeling, and fnixhed
products,
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(8) Control and production-labora-
tory operations.

ib) Provide adequate lighting, ven-
tilation, and, when necessary for the in-
tended production or control purposes,
facilitiea for adequate air-pressure,
microbjological, dust, screening, filter-
ing. humidity, and temperature controla

t1) Minliinise contamination of prod-
-icts by extraneous adulterants (includ.-
ing eross-contamination of one product
Yy dust or particles of ingredients aris-
ing from the manufacturc, astorage, or
handling of another drug). .

(2) Minimise dissemination of miero-
arzaniams from ane nrea to another,

(c) Provide for adequate locker factlia
ties and hot and cold water washing
faciiities including soap or detergent, air
drier or single service towels, and clean
toilet facilities near working areas.

(4) Provide an adequate supply of
potable water (PHS standards) under
continuous poaitive pressure in a plumb-
ing system free of defects which could
cause or contribute to contamination of
the product. Drains shall be of adequate
size and, whers connected directly to a
sewer, shall be equipped with traps to
prevent back-siphonage.

(e) Provide suitable liousing and
‘space for tho care of all laboratory
animals.

(f Provide for safe and sanitary dis-
posal of sewage, trash. and other refuse.

§ 133.4 Equipment,

Equipment used for the manufacture,
processing, packing, labeling, holding,
testing, or control of drugs shall be main-
tained in a clean and orderly manner
and shall be of suitable design, size, con-
struction, and location in relation to sur=
roundings to facilitate cleaning, main-
tenance, and operation for its intended
purpose. The equipment shall:

(a) Be so constructed that all surfaces
that come into contact with a drug shall
not be reactive, additive, or absorptive so
as to alter the safety, identity, strength,
Guslity, or purity of the drug or its com-

.. 2 beyond the official or other
established requirements.

(h) Be ao constructed that any sub-
stances required for operation of the
eguipment, sueh as lubricants or cool-
anta, do not contact drug products.

(0) Be constructed and installed to fa-
cilitate adjustment, disazsembly, clean-
ing, and maintenance as necessary to
asmre the reliability of eontrol proce-
dures, uniformity of production, and
exclusion from drugs or contaminants
(for example, pesticides, lubricants), in-
cluding contaminants from previous and
current operations (for example, cross-
contamination with penicillin or any
other drug).

(d) Be of suitable type, size, and
scturacy for any intended testing, meas-
uring, mixing, welghing, or other proc-
esging or storage operations.

8 133.3 Pemonnel.

€y) he personnel responsible for di-
reatic r the manufacturs and eontrol of
the :ruy she’l be adequate in number

PROPCSED RULE MAKING

and background of education and experi-
ence to assure that the drug has the
safety, identity, strength, quality, and
purity that it pyrporta to possess. All per-
sonnel shall have capabilities commen-
surate with their assigned functions, a
thorough understanding of the manu-
facturing or contro! operations which
they perform, the necessary training and
experience relating to individual prod-
ucts, and adequate {information concern-
ng the reasons for and the apphication
{ the pertinant provisions of this part
o thelr respective funetions,

th) Personnel having direct contact
with dmgs zhall have periodic health
checks, and shall he fres from commun{-
cable dizease and open lesions on the
exposed surface of the bodv.

§133.6 Compoments (raw moterials).

Components used in the manufacture
and processing of drugs (including
those components that undergo chemieal
change or are eliminated in the process)
shall be withheld from such use until
they have been {dentified, sampled, and
teated for conformance with established
specifications that are appropriate and
adequite, and are released by the ma-
terials approval unit, Control of com-
ponents shall inelude the following:

(n) Each econtainer of componenta
shall be examined visually for damage
or contaminstion in tranait, ineluding
examination for breaksge of seals when
indicated.

(h) An adequate number of samples
shall be taken from a representative
number of component containers and
shall be subjected to one or more iden.
tity tests, including at lezst one laboru-
tory test for identity.

(c) Reprasentative samples of all
componetits shall be appropriately exa-
mined, including when indicated micro-
scopie examination, for evidence of AAlth,
insect infestation, or other extraneous
contamination,

(d) Representative samples of com-
ponents particularly liable to contami-
nation with highly toxic substances (for
example, heavy metals), as indicated by
tests for such subatances in monographs
of the official cornpendia, shall be tested
to assure that ofMcial compendia or other
appropriate limits for such impurities are
not exceeded, :

(e) Representative samples of all
components intended to be used as active
ingredients shall be tested to determine
their strength per unit of weight or
measure to assure compliance with ade.
quate specification for such strength.

(f) Representative samples of oom-

ents subject to microbiological con-
mination (such as those pf animal and
tanical origin) shall be subjected to
crohiological tests. Such samples shall
tain no micro-organiams which are
bjectionable in view of the intended
use of the components.

(g) Approved components ghall be ap-
propriately marked and retested as nee-
esaary to assure that they conform to
appropriate specifioations of identity
strength, quality, and purity st time of
use. This requires the foliowing:

(1) Approved components are so han-
dled and stored as to guUArd againstg their
contaminating other drugs by dust or
other particles resulting from sgueh
handling and stortng. Similarly, ap-
proved components are so handled and
stored as to gquard against their being
contaminated by other preparations,
pubstances, dust, or other particles re-
sulting from such handling and storing.

(2) Appruved ocomponents shall be.

stack is used first.

(3) Rejected components shall be o
marked and held as to preclude the pos-
ity of their use tn any manufactur-
ing or processing procadilre.

(4» Appropriate records shall be
maintained of the name of the supplier,
lot number of each component, date and
amount received, and examinations and
tests performed. Said records shall also
show any components rejected and their
disposition. An fndividual inventory
record shall be maintainsd for each com-
ponent lot showing the amount of com-
ponent used in each batch of drug manu-
!ucg.:red or processed, .

(h) A reserve sample of all setive in-
gredients TonEBting of at least twice the
quantity necessary for all required testa
of identity, quality, purity, and strength
shall be retained for at least 2 years after
distribution of the last drug Iot Incur-
porating the active ingredient has been
completed, or 1 year after the expiration
date of this last drug lot incorporating
th: active ingredient, whichever is short-
¢at.

Master-formula and bﬂrh-pm—l
ion revords.

§133.7
d

uct

(a) To assure drug batch uniformity,
& master-formula record for each drug
product and each batch size of sueh drug
product shall be prepared, endorsed, and
dated by a competent snd responsible
fndividual and shall be independently
checked, reconciled, endorsed, and dated
by s second competent and responsible
individual. Master-formula records shall
be retained for a period of at Jeast 2
years after distribution of the last drug
batch produced using the master-
formula record, or 1 year after the ex-
piration date of this last drug bsich,
whichever is shortest. ‘The manster.
formula record shall inctude:

(1) The name of the product, a descrip.
tion of its dosage form, and a specimen
or copy of each jabel and all other Jabe]-
ing contained in & retail package of the
drug. «In private formula production,
upon receipt of a written order for a
portion of the drug stored in bulk form,
& specimen or copy of the label to be
used in filling thet order zhall be at-
tached t0 the master-formulas record
prior to the reproduction of the batch
records.) Also inchuaded shall be copies
of the final draft of each labal and all
other labeling contained in a retaf]l pack-
age of the drug and their printing au-
thorization. dated and endorsed by the
responstble person or persons approving
the draft.

(3) The name and weight or measure
of each Ingredient par dosage unit or per
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unit of welght or messure of the finished
drug, and a statement of the total welght
or mensure of any dosage undt.

(3) A complete lst of ingredienis
dexignated by names or podes sufficiently
specific to indicate any special quality
eharanteristic; an sorurate statemmnt
of the weight or measure of sach Ingre.
dient regardiess of whether it appears in
the finished product, except that renson-
able variations may be permitted in the
amount of components recessary in the
preparation in dosuge form provided thig
the variations are stated in the meister
formuls; an eppropriate statemsnt con-
ouming any calculsted excess of an in-
gredient; and apptopriate staiements of
theoretical weight or measure at various
singes of processing and a statement of
the thearetical yield.

" 4) A deocription of the coutainers,
closures, and packaging, and Anishing
materiala,

¢8) Maoufacturing and eontrol in.
structions, procedures, epeoifications.
special notations; and precautions to be
fobowred. -

M Readily sooessible records shall be
prepared for each bebeh of drug pro-
duoced and shall include complets in-
forcation relating to the production
and control of esch szuch batch. Said
recoris shall be retuined for ai least 3
years afier batch distrfbuton ia com-
plete, or | year after the batch expita.
tion dste, whichever 1s shortest. The
records relating to production, including
packaging, labeling, and oontrol of sach
ba*~h, plus copies of the Jabeling bearing
the lot or control numbers used on the

- batch, shall be readily available during

sach retention perfod, The bateh records
aball inchode:

(1) An accurate reproduction of the
sppropriate master-formula record
ohecked and endorsed by & competent,
responsible individual. .

{2) Records of each step in the manu.
facturing, processing, packaging, label.
ing, testing, and controlling of the batch,
inchnding dates, Individual major equip~
ment and lines employed, specific identl-
fication of each batch of components
used, welghts or measures of components
and products used in course of proo-
essing, in-process and laboratory-control
results, and the endorsements of the in-
dividual actively performing and the in.
dividual actively supervising or checking
eath step in the operation.

€3) A batch number that permits de-
termination of efl laboratory-control
procedures and results on the batch, and
all fot or control numbers appearing on
the laheling of drups from that batch,
incloding copies of the labeling bearing
the lot or coptrol tumbers used on the
fiuxd eontainers of the batch,

4) A record with complete investica-
tive history of any mixups, errors, and
umstisfactory dmyg products found dur-
ing wrrd after drug manofacturing, proc.
osming, packaging, labeling, testing,
controlling, and distributing of the bateh,
Thin investigative story shall be evalu-
ated by competent and responsible per-
sormel and, where indicated, spproprinte

PROPOSED RULE MAKING

action shall be taken. Baid record shall
indicate tire evaluation and action.

$ 13538 Production and control proce.
dnres.

‘Profuction and control proesdures
shal} include all reasonabie precautions,
including the following, to essure that
the drugs produced have the safety, iden-
tty. strength, quality, and purity they
purport to possess:

{a) Fuch critical ‘step in the process,
such Bt the selection, weighing, and
measuring of companents, the sddition
of active ingredients during tive process,
welghing and measuring during various
stapes of the processmyg, and the determi-
nation of the fintahed yleld, ghall be per-
foemed by a competent, respemsible
individual sand checked by & sevond com-
petent, reponsible individual; or if such
stegs (n the processing are sontrolled by
precision asutomatic, mechanical, or

electronio equipment, thetr proper per-
formanes {8 adequately checked by one
or inore eompetent, responxtble individ-
uals. The written record of the rrilical
steps in the process shall be init-

the individual

charged with checidng each erit '~ stan.

&) Al containers, lines, and equip-
ment teer] th progneing a tatch of drags
sirall be diztinctly lobeled at all times to
{dentifty socurately and compietely their
contents, the stage of processing, and
the bxtch. For euipment and Mnes,
placemant of this identification shall in-
clude, where apnlicable, input lines, sut-
put iines, and operator comtrols. Al

to prevent mixupa or contamination with
other drurs, .

{¢) Equipment, utensils, and  eon-
tainers ahall be thoroughly cleansd and

or at suitable intervals in sontinrons
production aperations, to mintmiza the
hazard af econtamination with micro-
organisms and to prevernt ather con' 2 mi-
nation and mixups. Equipmcent betng
employed for oonsecutive fdention] prod-
uct batches shall be thoroughly clesned
at guitabls intervala, AH equipmestt need
in the bandling of sterile products shall
be apfiropritely clesned and, when
naceasary, eterilived prior to use.

(d) Appropriate procedures, such as
the following, aitall b taken to miniwive
the hazard of contaminetion with aviere-
organisms o the production of paren-

opthalmie

(1) Pilllng operations ahall pe per
formed with adequate physical segregs-
tion Irom similar eperattonsen any other
drugs to avoid croes.contamination,

(2) Prober contral of alr movemsat
and air Bltration prior to entry and dis-
charge shall be provided In all sterfle
arens to mintmize microblologioal con-
tarm ation, particulats matter, and
cra:s-mum of ons drug with
ALY TP,

(c: Approtriate procedures shall be
takrn to minimize the harard of croms-
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eontamination of nonpeniciiin products
by penicillin th those estahlishments that
manufacture, store, or handle penteiliin
s well as pnonpenicillin producis

(f) To ammre the uniformity and
Integrity of products, there shal] be ade-
quate {n-process controls, such as check-
ing the weights and disintegration time
of tablets, the ill of Hguids, the adequacy
of mixing, the homogeneity of suspen-
sions, and the clarity of solitions. S8yeh
in-process testing shall be done at appro-
priate intervals during each tndividual
operation, when practicable, using read-
ifly accessible, adequets, and mutable
equipment. A written record of all such
tests shall be maintained, Including the
date and time of each test, the product
name and batch awmnber the quantity
tested, the results, and the {nitials of the
person periorming the test.

(g) Competent snd responsihle per-
sonnel shall check actus] againet theo-
retical yield of each butch of drug, or at
appropriate intervals in continuous pro-
duction operations, and in the event of
any significant unexplained discrepan-
cies shall prevent distribution of the
batch {n question and other associated
batches of driags that may have been in-
volved, A satixfactory explanation for
any significant discyepancy between the-
oretical and actual ylelds shall be entered
on the batch record and glgned by the
person who investigated the discrepancy.
This record shall slso coitain a state-
ment on criteris use! in sccepling or
rejecting such & batch.

th: In-process batches of drugs found
unsacceptable to the firm shall be held
urtil w dotermination as to thetr dispo-
mtinn  has besi made, Appropriste
recwrds shall be medntained whieh re-
flect the reason(s) for unacceptability
and the ultimate disposition of this
material,

() Certifiable antibiotdes and insutin
are to be wihheld from distribution
until the eoertification certificate is
actually reosiyved unless exempied by
Part 144 of this chapter. All other drmgs
shall be withheld from distribution until
released by the materials approval wut
on the basis of satisfactory control testa

(§) Returned goods ahall be o identd-
fled and held. If the condition of the
container, eartor, or labeling is such as
to cast doubt en the identity, strength,
quality, or purity of the drug, the re-
turned goods ghall be destroyed or sub-
Jected to the oompieta protocol of test-
ing (to assurs that the material wiil
Mmaet all appropriate standards sng

distrib

packing, No returped goods shall be
reprocemed unjem they have been found
by appropriate tests not to have under-
gone any significant physical, chemieal,
or microbjological degradation and not
to have become contaminsted with ex-
tranecus subsiances or filth. Records of
returned goods atall be maintained and
shall indicate the amoumt returned, date,
and actua] dispesition of the product,
such aa reprocessed, destroyed, or re-
turned to stock,
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§ 1333 Product containers.

Suitable specifications, test methods,
tleaning procedures, and, when indi-
cated, sterilization procedures shall be
used to assure that eontainers, closures,
and other component parts -of drug
packages are suitable for their intended
use. The container shall .comply - with
applicable compendial requirememts
when used for an official produet., Con-
tainers, closures, and other component
parts of drug packages shall not be re-
active, sdditive, or absorptive ao a3 to
alter the spfety, identity, strength, qual-
ity, or purity of the drug or its com-
ponents heyond the official or other
established requirements, and ahell
provide adequate protection against de-
terioration or contamination of the drug.
Cantainers, closures, and other ocom-
yonent parts of drug packeses shall be
hrandled and stored in a manner to pro-
teet them from contamination and
deterioration and to avold mixups,

8 133.10 Packaging and labeling.

Packaging and lsbeling operations
ahall be adequately controlied: To assure
that only those drug products that
have met the standards and specifica-
tions establizshed in the master-formula
records shall be distributed; to prevent
mixupe between drugs during the Alling,
packaging, and labeling operations; to
assure that correct Jabels and labeling
ars employed for the drug; and to iden-
tify the fAnished product with » lot or
control number that permnits determina-
tion of the history of the manufecturs
and oontrol of the batch, The lot or
oontral mumber ahall be identified aa
such on the label, An hour, day, or shift
oode ia appropriate as & lot or control
number for the drug products manu-
factired processed in continuous
pmducﬂon equipment. Packaging and
habeling operations shmll:

(a) Be separated (physically or spa-
tially) from operations on any other
4i:wg3 iIn a manner adequate to avold
'»ame. Two or more packaging and/or
inciing operations having drnes, con-
aliers, or labeling simiiar in avreavance
shiii 1ot be in process simultancously on
adjacent or nearby lines unjess these op-
erations are separated by a physical
barrier,

() Provide for an nspection of the
facilitles Drior to use to aasure that all
other drugs and previously used labeling
have been removed.

{©} Include the touomn' labeling
controls:

(1) ‘The holding of labels and package
labeling upon receipt plus review and
proofing against an approved final copy
by a coinjelent, responsible individual to
asgre that they are accurate in respect
to !ﬁ%‘:‘n‘}. content, and conformity with

e e

¢ maintenance and storsge of
o De ang peckage Wabeitv g rep-
“““ 7 0T redl Lledadnd. §TELg e,
o ,';wms L. separate comoert-
v, r sRMats QP CoRtalnnTe s'tahly
Prerifa o Merd cempartinents, dravvers,
Norlaners lhm Jiave prorainently af-

e,

ved copy before release
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nxadmthmawlmmormm
or Iabeling they contsin or some othes
udumte mm ottdenuncaunn to avoid

a3y Amet.mlcheekorcumnneh
and package labeling, Stocks of outdated
and obsolete lnbels and other package
labeling ghall be destroyed. .

4) Restrict access to Inhels and pack-
age Jabeling storags areas to persons
respanaibls for them, '

(@) Provide strict euntm! of the pack-
age labeling tysued for use with the drug.
Buch luge sholl be oarefully “checked
by & gompetcrt. responsible person for
fdentty and coninrruity to the labeling
specifisd In - hotoh production records.
Said records =ail ideutify the hbum
and the quant!*'-s tr.ucd and used and
shsll vessotmbly rcconcile ey

package
ing Iot or control numbers shall be
destroyed. In the event of any significant,
unexplained discrepancy, distribution of
the bateh in guestion and other asso-
ciated batches of the drugs that may
have been involved in such discrepancy
shall be prevented. A statement regard«
ing the discrepancy, the facts under-
lying the discrepancy, an explanation as
determined by appropriate investigation,
and the rasuitant action sball also be
entered an the bateh record of the bateh

- or batches in guestion and shall be signed

by a compatent, resnonable individusd,
(8) Provide for sdrquate exsmination
and Iaboratory testing of an adequste
number of representative samples of fin-
fahed products After packaging
ubenna to safeguard sguinst any error
the fintahing operations and to pre-
vent. distribution of any batch until all

tablet or oapsule dosage formsa of drugs
which, in additton ¢ having had all
necessary Isburatory testa on the bulk
(but unpackeged drus), are pot stmilar
in physical appearance to any other final
- dosage form product found within that
manufactunng establishment, -

Repack-
ers who, in accordance with the practics:

of the trade, repack tablet or capeuls
dosnge forms of drugs in mmm
quantities at establishments other than

lowing conditions:

posseasi
supplier of the drug.

2y Te repacksr has in his posses-
slon. an:! in goo! faith ieles om & valld
guarantee ~ CLrcitelug
in saction 2Rty 2 of tha agty I om the
munufscturer of tie buik drug setiing
forih thal ai the tune of delivery o the

‘e arrad vo

remkarmdnlmmedﬂth;.he

(3) Ahbelednmplemoxme
drug for which the manufactuyver fur-
nishes protocol(s) of Iaboratory tests
showing that the drug meets appropriate
shndudsof! dentity, strength, quality,

and purity, and which sampile
bears a label identical (except for the
quantity of contetits staternent) to the

drug. The sampie ¢ and a suff-
cient number of labeled con-
tainers of the repackad drug to contain

drug's expiration date, whichever is
sghortest.

(4) Prior to repacking, a visual com-
parison

that the
to be repacked from bulk is identical in
appearance to that in the gample pack-
sge and that the labeling of the buik

the same drug identity snd compoattion.
(8) The repacker iabels the drug with
n suitable oxplrnlan date (in acoordance
with the stability requirements
$123.13) to sseure ﬂm the drug meets
appropriate standards of identity,

)

and strength, quality, and purity at time of
use

(8) The label of the repacked drug
bears a lot or oontrol number and the
repacker maintains records for at least
2 years after drug distribution has been
completed, or 1 year after the drug’s ex-
piration date, whichever is the shortest,

" from which the lot or control number of
y the bulk drug used in the repacking can

be ascertained,

{f) Gang printing of cut labels or car-
tons should be avoided, especially when
the Iabels or cartons for different prod-
ucts or different strengths of the samne
product are of the same size and huve
fdentical or similar format and, or color
schemes.

§133.11 Laborstery controls.

Laboratory contrels shall inglude the
establishment of scientifically sound snd
nppropruu specifications, standards,

test procedures (for example, iden-
ﬂty. weight wvaristion, disiptegration,

appropriate  standards
strength, quality, and purity. Laboratory
controla shall include:

(a) The establishment of master rec-
ords containing sppropriate specifica-
tions for the acceptance of each Jot of
components, containers, and closures
used in drug production and packaging
and a description of the sampling and
testing procedurss used for them. Said
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samples shall be representative and ade=-
quately identified. Such records shall
also provide for appropriate retesting of
components, containers,
subject to deterioration,
L «b) A ressrve sample of all active {n-

and closures

gredients and all components which ap-

- Inear in significaRT qQuantities in the

fintahed drug produet. These reserve
anmples shall oonaist of at least twioe
the quantities necsasary to perform all
required testa, Bald sample shall be re-
tained for at least 2 years after distribu-
tion of the last drug lot incorborating
such setive ingredient or component
has been completed, or 1 year afler the
expiration date of this last drug lot in-
ocorporating such active ingredient or
oomponent, whichever iy shortest,

{¢) The establishment of master rec-
ords, when needed, containing specifica-
tions and a description of samy ing and
testing procedures. for in-process drug
preparstions. Such samples shall be ade-
quately representative and properly
marked.

{(d) The establishment of master rec-
ords containing s description of sam-
pling procedures, testing procedures, and
appropriate specifications for finished
drug products. Such samples ahall be
adcnuately representative and properly
marked.

(e) Adequate provision for checking
the Identiy and strength for all active
ingredients of drug products and for
assuring:

(1) Compliance with satistactory cri-
terin for assuring sterility of drugs pur-
porting to be sterile.

{3) Compliance with aatisfactory cri-
teria of nonpyrogenicity as required by
an official compendium or as indicated by
the manner in which the drug is to be
used.

(3) Preedom of aphthalmic ointments
from foreign particles, such as metal,
plastic, or other harsh and abrasive sub-
stances, to the extent possible under
ourrent good manufacturing practice.

(4) That the drug release pattern of
sustained release products is tested by
Iaboratory methods used in establishing
appropriate specifications ralated to cline
jcal safety and effectiveness to assure
conformance to such specifications,

(6) That all components are ade-
quately tested to conform to such spect-
fications, for example particle size, as
are necessary to assure reasonably uni-
form rates of ahsorption, biological
availability, and the stability of the drug
products.

(1) Adequate provision for auditing
the reliability, accuracy, precision, and
performance of Iaboratory test proce-
dures and Iaboratory instruments used.

(g} A properly identified reserve sam-
ple (including at least two labeled cons
tainers of the fAnal dosage form) of a$
lonat twice the quantity of the finished
drug lot required to conduct all appro-
printe testa performed ahall be retained
for at least 2 yeara after drug distribu-
tion has been completed, or 1 year after
the drug’s expiration date, whichever is
shortest. 'The reserve sample need not
aontain units for sterility testing and

PROPOSED RULE MAKING

pyrogens. Identification of this sample
shall fnclude tha labeling used on the
fintshed product.

(h) Provision for retaining complete
records of all data, including anslytical
maw data, concerning laboratory testa
performed, including the dates and en-
dorseménta of individusls obtaining the
samples, making the tasts, releasing lots
(componend and finished material) from
storage, snd proviston for specifically
relating the tests to each batch or lot of
drug, companent, and animals to which
they apply. Buch records shall be re-
tained for at Jeast 2 years after drug dise
tribution has been completed, or 1 year
after the drug's expiration date, which-
ever is shortest, except for stability data
oa provided for by § 133.13(1).

(1) Provision that firms which manu-
facture nonpenicillin products, including
certifiable antibiotic products, om the
same premises or use the anme equipment
as that used for manufactrrring penicillin
products or that operate under any oir-
cumstanoes that may reasonably be re-
garded 68 conducive to contamination of
other drugs by peniciliin, ahall test such
nonpeniciliin products to determine
whether any have become cross-contam-
insted by penietilin. Buch products-shall
not be marketed if intended for use by
man and the product is contaminated
with an amount of penicillin equivalent
to 0.05 unit or more of penicillin G per
maximum single dose recommended in
the labeling of a drug intended for
parenteral administration, or an amonnt
of penicillin equivalent w 0.5 unit or
more of penicillin G per maximum single
dose recommended in the labeling of &
drug Intended for oral use,

(§) Provision that animals used in
laboratory tests and procedures shali be
adequately houseq, fed, and maintained
undersultable conditions of temperature
and humidity, They shall be identifled
and records maintained as to use and
date and time of use,

(k) Adequate regular retesting and
recording of resuits on products and
componernts subject to deterloration.

£ 13212 Finished-goods warchouse con
trol distribution records.

Finished-goods warehouse control and
disiribution records shall include an
adequate perpetual nventory control
system or other suitable system for ware-
housed finished goods so0 that the dis.
tribution of each lot of drug, identified
by lot or control number, can be readily
determined {o facilitate its recall, if nec-
easary, from all consignees of the manu-
facturer or repacker, Records within the
systern shall contain the name and ad-
dreas of the consignee, date and quantity
shinped, and lot or control number of the
drug. Records ghall be retained for at
lenst 3 yenrs after drug &istribution haa
besn pombpleted, or 1 yeay aftar the drug's
exation date, whichever (s shortest.
Fin:thed-goods warchouse control ghell
alro include a system whereby the oldest
approved stock {s distributed first, when-
ever poasible, to assure the quality of the
product. (For regulations relating .to
manufacturing and distribution records
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of controlled drugs subject to Druz
Abuse Control Amendments of 1965, seo
§ 320.16, Chapter II, Title 21.)

§ 133.13  Swbilivy.

There shall be assurance of the stabil.
ity of componenta, drug preparstions ‘n
the coursc of processing, and finisled
drugs. The stablifty ahall be:

‘a) Determinsd by reliable, meaning -
ful, and specifis test methods

tb) Determined on products In the
containers in which they are marketed
to assure, among other things, that she
container ix not reactive, additive, or ab-
sorptive so as to alter the safety, identity,
strength, quality, or purity of the drug
or {ts components beyond the official or
other established requirements.

(¢) Determined on any solution of a
drug product which is to be prepared, as
directed in its labeling, at the time of
dispensing.

(d) Determined In relation to specifi-
cations neceasary to assure reasonably
uniform rates of absorption and the blo~
logical avallability of the drux product
a8 well as in relation to the specifica-
tions for compositior: and physical char-
acteristics of the drug product.

fe) Expremsed s an expiration date
with related conditions of storage on the
drug label. When the drug is marketed in
the dry state for use {n preparing a solu-
tion or suspension, the labeling shall bear
an expiration period for such aolution or
suspension as well as an expiration date
for the dry product. Expiration dates and
periods shall be justified by (1) readily
available data frown stability studies or
(2) readily avaflable data showing that
samples from each marketed bateh of the
drug are laboratory tested at appropriate
intervals so that any batch of drig that
falls below {ts professed standards of
safety, identity, strength, quality, or pu-

ty prior to the expiration date is re-

iled from channels of distribution. Ex-
piration detes, including the redating of
drug products, shall be calculated from
the time of inception of the latest set of
pertinent Inboratory tests. An expiration
date zhall mssure that the drug main-
tains its safety, identity, strength, qual-
{ty, and purity until that date if related
conditions of storage are met.

(f) Records shall be maintained of the
expiration dates and periods used o the
Igbeling of ench bateh or lot of drug and
salid records shall be maintained for at
least 2 years after drug distribution has
been completed or 1 year after the drug's
expiration date, whishever is ahortest.

§133.14 Complain: files.

Records shall be maintained of all
written or verbel complaints regardmng
each product. Complaints shall be eval-
uated by competent and responxible
personne]l and, where indicated, appro-
priate action shall be taken. The racord
shall indicute the evaluation and sctim
Baid complaint Hles shall be maintained
for at least 2 years after drug distribu-
tion has been completed, or 1 year after
the drug's expiration date, whichever is
shorteat.

Any interested persont may, within 80
days from the date of publication of this

-
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notice In the ProrrAL RECISTER, flle with
the Hearing Clerk, Department of
Health, Education, and Welfare, Room
8440, 330 Indopendence Avenue BW,,
Whaahington, D.C. 20301, written com-
ments (preferahly in quintuplicate) re-

thiy proposal, Comments may be
accompanied by 8 memorandum or brief
in support thereof.

Dated: August 13, 1069.

Henwerr L..LxY, Jr.,
Commissioner of Food and Drugs.

{PRE Doc. 60-0030; Filed, Aung. 21, 1069;
' B:46 aam. ]

FEDERAL MARITIME COMMISSION

1 46 CFR Parts 503, 310]
{Qenaral Ordena &, 32; Docket No. 09-41)
FEES FOR SERVICES, LICENSE FER

" Nalice of Proposed Rule Making

Noties is hereby given that pursuant
%0 section 4 of the Administrative Pro-
cedure Act (5 U.8.C. 553) and section 43,

AST 00002248

PROPOSED RULE MAKING

Ehipm Act, 1918 (48 TUS.C. 8ila)),
and sceordanice with the Act of
August ‘!1. 1051 (31 UAC, 483(n)), as
implememed the Buresy of the
Budget Ciroular No, A=29 dated Septem-
ber 23, 1969, the Federa) Maritime Com-
mission 1s onmlg;m: ths revision ﬂc::
ceriatn existing Tges 0 revover
conty of sarvices, as set forth below.

A recent evalustion, taking into con-
sideration estimated direct and indireet

" oosta to the Government in accordance

with criterta established by the Bureau
of the Budget, Indicates that an increase
in the fee achednle f5 warmanted and is
hmby proposed for the foliowing
mpwm (s) of § §0343 Fees for
services in CGeneral Order 33 (48 CFR
of revords

houm per hour to $4.50 per person per
T.

In paragraph (€)(3) of §803.42 by
mintmum charge for record aesrch is
proposed to be deleted with the under-
standing that charges for records search
:m not be imposed for the first one-half

our,

In paragraph (D of § 5105 Regquire-
ments for licensing, in General Order 4
46 HCFtI’% 5}0 5:.1! 2&0 freight fomn‘ler
applcation fee 100 iz proposed to be
increased to $125.

uhhuton DC
205673, within 15 days of publieation of
this nm.ice in the Proxasr Ryoistez an
original and 15 copies of their views or
comments.

In the absence of comments, the Com.-
mimion intends (o0 adopt the proposed
changes to be effective October 1, 1969.

By the Commission,

[smALl ‘THoMAS List,

Secretary.
[FR Doc. £9-10011; Plied, Avg. 51, 1909;
' 8:48 am ]
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