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Primary stability studies are intended 1o show that the active substance will remain within

specification during the retesi period if stored under recommended storage conditions.

1.1.1.Ilv  Selection of Batches

Stabulity information from accelerated and long-term 1esting is w be provided on ai least three
baiches. The long-term (esting shouid cover a minimum of 12 months duration on at least {hres
baiches at the time of submission of the apelication for regisiration.

The batches manufactured (o 4 minimum of pilot plant scale shoutd be by the same synthesis route
and use a method of manufacture and procedure that simulates the final process (o be used on a
manifacluring scale,

The overall quality of the barches of active subsiance placed on sability should be representative of
both ihe quality of the material used in pre-ciinical and clinical studies and the quality of material 1o
be made on 2 manufaciuring scafe.

In the event of more than one manufacturer being used [t must be confirmed that the same method of
synthesis is used ar extensive comparative daia submitted including ail aspects of quality, safety and
efficacy.

Supporting information may be provided using stability data on batches of active substance made on a
labaratory scale.

The first three production batches of active substance manufactured post approval, if not submitied in
the original application for registration. should be placed on long-term stability studies vsing the same
stability protocol as in the approved application for registration.

1.1.1.v  Test Procedure and Tast Criteria

The testing shouid cover those features susceptible to change during storage and likely to influence
quality, safetv andfor efficacy. Suability information should cover as necessary the physical, ehemical
and microbiological test characteristics. Validated stability-indicating tesung methods must be
applied. The need for the extent of replication will depend an the resubts of validation studies,

1.1.1.vi Specifications

Limits of acceptability should be derived from the profile of the material as used in the preeiinical and
clinfcal batches, It will nced to include individual and total upper limits for impurities and degradation
products, the justification for which should be influenced by the levels observed in material used in
preclinical studies and clinical trials.

1.1.1.vii Storage Conditions

The {ength of the studies and the storage conditions shouiid be sufficient to cover storage, shipment,
and subsequent use. Application of the same storage conditions as applied (o the drug product will
facilitate comparative review and assessment. Other siorage conditions are allowable if justified. In
particular, temperaisre sensitive active substances should be stored under an altemnative, lower
temperature condition which will then become the designated long-term testing storage lemperature.
The six months accelerated testing should then be carried out at a temperature at least 15 *( above this
designated long-termn siorage temperature (together with appropriate relative humidity conditions for
that temperature). The designated long-term testing conditions will be reflected in the labelling and
retest date.
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Conditions Minimum time period at
submission
Long-term iesting 25 +- 27C/60 +- 5%RH 12 months
Accelerated 40 +- 2°C/75 +- 5%RH & months

Where "signiflcant change" occurs during six months storage under conditions of accelerated testing
at 40°C +- 2 "CT5%RH +- 5%, additiona)l testing al an intermediate condition (such as 30° C +- 2°
C/65% +- 5%RH) should be conducted for active substances o be used in dosage forms tested long
term at 23 "CA40%RH and this information included in the appiication for registration. The initial
application shouid include minimum of 6 months’ data from 2 12monsh study.
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‘Significant change” at 40 "C/75%RH or 30 "C/60%RIL is defined as faiiure to meet fhe
specification,

The long-rerm testing will be continued for a sufficient periad of time heyond [2 months (o caver
all :appropriate retest periods, and the further accumulated data can be submitied 1o the Council
dunlng the assessment period of the application. The data (from accelerated testing or from
testing at an intermediate condition) may be used 10 evaiuate the impact of short-term excursions
outside the labet storage conditions such as may oceur during shipping.

Long-term stability studies can also be performed at 30°C/65% RH. bul then there are na
intermediare conditions {Zene 1V}

1.1.1.viii Testing Frequency

Frequency of esting should be sufficient o establish the stability characteristics of the active
substance. Testing under the defined long-term conditions will normaily be every three months
over the first year. every six months over the second vear and then annually,

t.1.1ix  Packaging/Containers

The containers to be used in the long-term, real-time stabiiity evaiuation should be the same as or
simulate the actual packaging used for storage and distribuiion,

1.1.1.x  Evaiuation

The design af the stability study is to establish, based on 1esting a minimum of three haiches af
the active substance and evaluating the stability information (covering as necessary the physical,
chemical, and microbiological test characteristics), a retest period appiicable to ali future batches
of the bulk active substance manufactured under similar circumstances, The degree of variabiliny
of individual batches affects the confidence that a future production batch will remain within
specification until the retest daie.

An acceprable approach for quantitative characteristics that are expected to decrease with time is
io deterrnine the time at which the 55% one-sided confidence limn for the mean degradation
curve intersects the acceprable lower specification limit. If analysis shows thai the baich-to-batch
vanability is small, it is advantagecus 0 combine the dara into one overall estimate, and this can
be done by first applving appropriate statistical tesis (for example, p vaiuves for level of
significance of rejection of more than 0,25) to the slopes of the regression lines and zero time
ntercepts for the individual batches. If it i5 tnappropriate to cambine data from several batches,
the overall retest period may depend on the minimum time a batch may be 2xpected (o remain
within acceptable and jusified limits.

The nature of any degradation relationship will derermine the need for transtormation of the data
for linear regression analysis. Usually the relationship can be represented by a linear. quadratic,
or cubic function on an arithmetic or {ogarithrmic scale. Statistical methods should be employed
1o test the goodness of fit of the data on all bawches and combined batches (where appropriate) (o
the assumed degradation line or curve,

The data may shaw so little degradation and so litile variability that it is apparent from locking at
the data that the requested retest period will be granted. Under the circumsiances, it is normaily
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unnecessary 1o go ihrough the formal statistical analysis but merely to provide a {ull justification
for rie omisston.

Limied extrapolation of the real time data beyond the observed range w extend the retest period
ar approval time, particolarly where the acceleraled data suppors this, may be undertaken.
However, this assumes hat the same degradation relationship will continue w apply bevend the
observed daia, and hence the use of extrapolation must be justified in each application in terms of
what is known about the mechanism of degradation, the goodness of fit of any mathematicai
moedel. batch size. exiztence of supportive data. 2te.

Any evaluation should cover not oniy the assay but the levels of degradation products and other
appropriaic atributes.

When degradation products are ddentified in significaml amounts or suspected of oxicineg, 2
concamed effory hus to be made o coilect the following additional nformaticn ibout he
subatanes soncerned:

- chemical sirucwure

- cross-refersnce 1o any avadlable information about vielogical efiect and significance at e
concenaractons likely to be aneountared

- procedure for isolation and purification

- mechanism of Formatien, Including order of reaction

- physicai and chemicai properties

- specifications and directions for testing their presence at the levels of concentrations 2xpecred
1o be prasent, and

- indicatton of pharmacologieal activity, or inactivity oriexicity profile,

Where the route of degradation s not known. suitable screening chromatographic or ather esis
may be reguired,

Otfficial compendia or other wess designed o identify impurities in the active substance used in
the formulation may noi necessarily be suitabie for investigation imo degradanon products.

When it has been considered necessary o perform toxiciiy studies :hese results should be
presenied.

Consideration should be given 1o the stereo-chemical and poiymorphic inegrity of active
supstances.

Stability information gained shouid enable the applicant 1o institute a routing system wherehy re-
analysis to validate the conformance to specification of the active substance is done tn arder that
the stability of the dosage form concemed is assured,

L.L.1.x1 Staternenis/Labelling

A storage lemperatwre should be based an the stability evaluation of the active substance, Where
applicable, specific requirements should be stated, particularly for active substances that cannot
tolerate freezing. The use of terms such as "ambient conditions” or "room temperature” i3
unacceptable.
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A retest period should be derived from the stability information,

1.1.2  Weil-known Chernical Entities (established active substances)

Litcrawre dara on decompasition process and degradability are generally available and must be
included in the subnussion.

If degradation pathways/products are unknown, references to support such conclusions must be
included or experimental data submitted. Reference to pharmacopoeias will nor sarisfy this
requirement,

1.2 DOSAGE FORMS
1.2.1  Products cantaining New Chemicai Enrities
1.2.1.0 Generai

Vhe design of the sability program for the finished product should be based on the knowledge of
:he behaviour and properties of the active substance and the expertence gained from clinical trial
formuiation studies and from stability studies on the active substance. The likely changes on
storage and the rationale for the selection of product variables to include in the testing program
should be stated.

1.2.1.1i Selection of Batches

Stability information from accelerated and long-term testing is to be provided on three batches of
the same formulation and dosage form in the containers and closure proposed {or marketing. Two
of the three batches should be at least pilot scale. The third batch may be smaller {e.g., 25 000 to
50 D00 tablets or capsules for solid oral dosage forms),

The Jong-term testing should cover at least 12 months duration at the time of submission. The
manufacturing process 1o be used should meaningfuily simulate thar which would be applied to
large- scale batches for marketing. The process should provide product 6f the same quality
intended for marketing, and meeting the same quality specification as 1o be applied to release of
material. Where possible, batches of the finished product should be manufactured using
identifiably different batches of active substance,

Where an application includes different sources of active substances that are nat physically and/or
chemically equivalent and/or where the difference in physical and/or chemicai specifications may
adversely affecs the stability of the product, stability studies should be performed on the final
product manufactured from each active substance.

Data on laboratory scafe batches is not accepiable as primary stability information. Data on
associated forrmulations or packaging may be submited as supportive information, provided that
the difference in the formulations is clearly stated. The first three production baiches
manufactured post approval, if not submitted in the original application for registration should be
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placed on accelerated and Tong-term stahility studies using the same stabiiity protocols as in the
approved application for registration.

1.2.1.iti Test Pracedures and Test Criteria

The testing should cover those features susceptible to change during storage and likely to
influence quality. safety and/or cfficacy. Analyrical test procedures should be fully validated, and
assays shouid be stability-indicating. .

Where the "in-use” form of the product differs markedly from the manufactured and packaged
form (for example, where the product is required 10 be reconsiituled, diluted or mixed price o
usel, data to establish the stability of the "in-use” form of the product should be supslied, “In-
use” stability studies may also be required for certain sensitive products where the ogening and
closing of the containers may have an effect, This also applies to "in-use” muitidose vials,

Where the manufaciurer claims the product may be diluted with a range of solutions prior o use.
for example, producis that require dijution prier 1o parenteral infusion, stability data to establish
compatibility with and stability in each solution should be submitted. Data on compatibility with
the range of materials, such as are used for the intravenous infusion containers and the
administration sets recommended for use should be submitied,

Where the dosage form is to be reconstituled at the time of dispensing, its labeliing shouid bear
supportive expiration information and storage conditions for both the reconmstituted and
unreconstituted dosage forms.

The range of lesting should cover not onfy chemical and biciogical stability but also loss of
preservative (where relevant], physical properties and characteristics, organcleptic properties and,
where required, microbiclegical actributes,

Preservative efficacy testing and assays on stored samples should be carried out o delermine ihe
content and efficacy of antimicrobial preservatives,

Stability should be established for the whole period of intended use under the conditions reflected
in the printed packaging componenis (Annexuce 1).

1.2.1.Iv Specifications

The stzbility studies must include testing of those atiributes of the product that are susceplible 1o
change during storage and that are likely to influence quality, safety and efficacy.

Limits of acceptance should relate to the release limits {where applicabie), to be derived from
consideration of all the available stability information. The shelf life specification could alfow
acceptable and justifiable deviations from the release specification based on the stability
evzluation and the changes cbserved on storage. [t will need io include specific upper timits for
degradation products. the justification for which should be influenced by the levels observed in
material used in pre-clinical studies and clinical trials. The justification for limits proposed for
certain other tests such as particie size and/or dissolutien rate will reguire inference 1o the results
observed for batchies) used in bioavailability and/or clinical studies. Any differences between the
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release and shelf life specifications for antimicrobial preservatives shouwid be supporied by
preservative efficacy testing.

1.2.1.v Storage Test Conditions

The lengih of the studies and the storage conditions should be sufficient w0 cover storage.
shipment, and subsequent use (e.2., reconstitution ot dilution as recommended in the labeiling).

See iable below for acceleraled and long-term slorage conditions and minimum times. An
assurance that long-term testing will continue to cover the expected shelf-life shouid be provided.
Chher storage conditions are allowable if justified, Heat sensitive drug products should be siored
uncter an altemative lewer wemperature condition which will evenwally become the designated
long-:enmt storage temperdlure. Special considerztion may have to be given to producis that
change physically or even chemically at lower storape conditions, .2, suspensions or emulsjons
which may sediment or cream. oils and semi-solid preparatiens, which may show an increased
viscosity, }

The clarity of solutions and the physical stability of semi-solid preparations and emulsions should
be determined over a wide temperature range. Where a lower temperalure condition is used, the
six months accelerated testing should be carried out ar a temperature ar least 13 ° € above its
designated storage temperature {together with appropriate relative humidicy conditions for that
temperature). For example, for 2 praduct to be stored long term under refrigerated condidions,
accelerated testing should be conducted at 25 +- 2 "C/60%RH +- 5%REH. The designated long-
term testing conditions will be reflecied in the labelling and expiration date.

Storage under conditions of high refative humidities applies particularly (o solid dosage forms.
For products such as seolutions, suspensions, etg., contained in packs designed w provide a
permanent barrier (o water loss, specific storage under conditions of high relative humidity is not
necessary, but the same range of ternperatures should be applied, Low relative hunuidity {e.g., 10 -
20¢% RI} can adversely afiect products packed in semi-permeable containets {e.g., solutions in
plastic bags, nose drops in small plastic conainers, ete.,} and consideration should be given to
appropriate testing under such conditions,

Far solutions with a high sugar content {greater thar: 60 %) or where the sclubility of the active is
low {less than 5 mg per 100 mi) or its content is close Lo sawration, stability data at low
temperatures (2 w 8 ° C) must e conducted for at least 14 days.

Canditiong Minimum time periad
at submission

Long-term testing 25 +- 27C /60 + 5%RH 12 months
Accelerated 40 +- 2°C F 75 +- 5%BRH & months

Where "significant change” occurs due 1o accelerated testing additional testing al an inlermediate
condition, e.g., 30°C +- 2°C / 63%RH +- 5%RH should be conducled. "Significant change" at
accelerated condition is defined as:

- A 3% potency loss rom the ininal assay value of a bateh;

- Any speciflied degradant exceeding its specification limit;

- The product exceeding its pH limits;
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- Dissolution exceeding the specification limits for 12 capsules or ablets:
- Failure 10 meet specifications for appearance and physical properties, e.g.. colour, phase
separation, resuspendability, delivery per actuation, caking, hardness, etc.

Should significant change occur at 40 "C/75%RH then lhe initial application for registration
should include a minimum of & months' data from an ongoing one-year study at 30°C/65%RH,
the same significant change criteria shall apply.

The lang-term lesting will be continued for a sufficient time beyond 12 months 1o caver shelf-life
at appropriate test periods.

Long-term stability studies can also be performed at 30°C/659% RIL but then there are ng
intermediale conditions (Zane 1Y)

1.2.1.wi Testing Frequency

Freguency of testing should be suificient (o establish the stabiiity characteristics of the drug
product. Testing will normally be every three months over the first year, every six months over
the secand year, and then annually threughout the proposed shell-life.

The use of marrixing or bracketing can be applied if justified {Se= Glossary).
1.2.Ivii Packaging Material

The testing should be carried out in the final packaging preposed for marketing, Additional
testing of wnprotected drug preduct can formm a useful pari of the stress testing and pack
evaluation, as can swdies carried out in other related packaging materials in supporting the
definitive packs},

Where package container sealant integrity 15 to be assessed, higher than 75% relative humidity
may be appropriate io stress its adhesive properties at 30 1o #0°C e.z., blister units and strip
packages. Allernatively, seatant integrity can be performed through physical testing of the pack
itsedf

The loss of moisture can be important for liquid formuiations, semiselid and certzin solid dosage
forms packed in moisture permeable containers and studies at low relative humidity and high
temperature for a limited peried of time may be appropriate for these products.

For most dosage forms stability data need only be obtained for the container-closure system to be
marketed, provided that all container-closure systems are of idenucal composition and seal
integrity and a brief justification is included staung the reasons for the container size chosen e.g.
larger air volume, or largest surface contact etg.

If the product is to be marketed in more than one type of container and the applicant proves that
resistance (o variables such as moisture permeation, oxygen permeation, light diffusion ete,, is
demonstrated to be cqual e or better than existing comainer closure systems, additional stability
testing would usually not be required for solid dosage forms before such changes in packaging
can be supplemented.
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Physician's sarnples should be included in the stability studies if their container-closure system is

different from the marketing container unless equivalence or superiority of the packaging material
can be demonstrated.

In instances where the product will be marketed packaged in & "moisture permeable"” material
{e.g.. pplycthy]ene. polypropylene, polyviny! chloride, etc.}, the stability of the product shouid be
determined under conditions of high humidity and elevated lemperamure.

Stability may be conducted in the least proteciive container-closure system if the superiority of
the other containers ¢an be proven. These data must be included in Part G . ’

The time that the product is stored in the bulk container. prior to packing into the final immediaie
container, constitutes pari of the approved shelf-life, that is, the date of expiry remains a function
of the date of manufactere, not the date of packaging. Siabitity data must be submiued for bulk
products that are stored for a peried of time prior 10 packaging into the final immediate coptainers
e.z., for 25% or more of the approved shelf-iiie.

1.2.1.viii Evaluation

A sysiernatic approach should be adopted in the presentation and evaluation of the stability
information which should cover as necessary physical, chemical, biological and micrabinlogical
quality characteristics, ncluding particular properties of the dosage form {for example dissolurion
rate for cral solid dosage forms),

The design of the stability swdy is to establish, based on testing a minimurn of three barches of
the drug product, a sheif-life and label storage instructions applicable to al? future batches of the
dosage form manufactured and packed under similar circumstances, The degree of variability of
individuai batches affects the confidence that a future production batch will remain within
specification until the expiration date.

An accepiable approach for quantitative characteristics that are expected to decrease with time is
wr determine the time at which the 95% one-sided confidence limit for the mean degradation
curve intersects the acceptable lower specification limit. If analysis shows that the batch-1o-batch
variability is small, it is advantageous to combine the data into one overall estimate, and this can
be done by first appiving appropriatc statistical tests (for example, p values for level of
significance of rejection of more than 0,23} 10 the slopes of the regression lines and zero ume
intercepts for the individual batches. If it is inappropriare to combine data fiom several batches,
the overall shelf-life may depend on the minimuwm time a batch may be expected io remain within
accepiable and justified limits,

‘The nawure of the degradation relationship will determine the need for transformation of the data
for linear regression analysis. Usually the relationship can be represented by a linear, quadratc,
or cubic function on an arithmetic or logarithmic scale, Suanistical methods should be employed
10 test the goodness of fit on all batches and combined batches (where appropriate) to the
assurmed degradmion line or curve.

Where the data shows se litile degradation and so little variability that it is apparent from looking
at the data that the requested shelf life will be granted, it is normally unnecessary to go through
the format statistical anaiysis but only o provide a justification for the omission.
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Limited extrapoiation of the reai time data beyond the observed range 1o extend expiration dating
at approval lime, particularly where the accelerated data supporis this. may be undertaken,

- However, this assumes that the same degradation relationship will continue 1o ai:p\y beyond Lhe
observed data, and hence the use of extrapolatinn must be fustified in each application in terms of
what is known about the mechanisms of degradation, the goodness of fit of any mathematical
model, barch size, existence of supportive data, etc.

Any evaluation should consider not only the assay, but the levels of degradation products and
appropriate atributes. Where appropriate, atlention should be paid 1o reviewing the adequacy of
the rnass balance, differem stability, and degradation performance.

The stability of the drug products after reconstituting or diluting accarding to labelling, should be
addressed to provide appropriare and suppertive information.

In the case of reconstinited products for oral use, the reconstituted sroduct must be tested for at
leasi the recommended storage period a1 25 °C even If the recommended storage lemperature is 2-
8°C.

1.2. 1 StatementsiLabelling

The storage temperature should be based on the stability evaluartion of the drug product. Where
applicable. specific requirements should be stated particularly for drug products that cannat
toierate freezing.

“The use of terms such as "ambient conditions" or 'room temperature” is unacceptabie.

There should be a direct linkage between the label stalement and the demonstrated stability
characteristics of the drug product.

The use of a temperaure range. for example 13 - 25 °C, is pot accepiable, unless adequate
motivation for the lower temperature i5 submitted. The cecommendation, *Siore below 23°C. Do
not refrigerate” could be considered,

1.2.2 PRODUCTS CONTAINING WELL-KNOWN CHEMICAL ENTITIES
{GENERICS}

1.2.24 Selectien of Batches

Stability information from acceierated and long-term testing is to be provided on at least two
batches of the same formulation atd dosage form in the containers and closure proposed for
marketing. One of the two batches should be at least pilor scale. The second batch may be smaller
fe.z..

2.5%]00 ta 30 000 tablels or capsules for solid oral dosage forms). The long-term  testing should
cover at Jeast § months duration at the time of submission. The manufacturing process to be
used should meaningfully simulaie that which would be applied 1o large scale baiches for
marketing. The process should provide product of the same quality intended {or marketing, and
meeting the same quality specification ag 10 be applied to release of material.

1.2.2.i Storage Test Conditions



210 Mo 24785 GOVERNMENT GAZETTE, 2 MAY 2003

= — STABILITY
Conditions Minimum time peried at
Submission
Long-termn testing 25 + 2°C [ 60 + 3%RH 9 months

Accelerared 4+ 2°C {75 + 5%RH 3 manths

The above criteria will be used for allocation of a tentative shelf-life of 24 months.
Stability data over the ful) shelf-life period must submitted for confirmation. 3 to confirm  the
tentative Arleas D monihsdata-muest-besoubmiied-hoforaashelli{e canbe considerad:

Long-ierm stability studies can also be performed at 30°C/A65% RH, but then there are no
intermediate conditions (Lone [V)

The first iwo production parches manufaciured post approvai, if not submitted in the originai
application for registration, should be placed on long-term stabiiny using the same stability
protocols as in the approved application for registratian,

[f the acceierated data subemitred in the original application were derived from baiches other than
production batches, accelerated data on ai least one production batch must be generared.

Heat-sensitive drug products showid be stored under an altemative lower temperature condition
which wiil evemually become the designaied Iong-term storage temperzture. Where a lower
temperature condition is used, the 3 months accelerated testing should be carried out at a
terperature at least 15 “C above its designated long-term storage temperature {together with
appropriae relative humidity conditions for that temperature).

Note:
Other general poimts discussed under "Products containing new chemical entities” are also
relevant to generics.

2. PRESENTATION OF STABILITY DATA

a) The criteria for acceptance of each parameter (minimum 2nd maximum, values} relating to
stabality rmiust pe stated.

b} Owverages in the formuiation of batches included in the stability investigation should be clearly
stated.

¢) The actual analytical results obtained at the commencement (zero time! and at pominaied time
intervals throughout the trial (for example 0. 3. 6, 9. 12, 18, 24, 30, 36 months which can if
necessary be adapied to suii the product) must be provided in a tabulated form. For praduets
predicted 1o degrade rapidly more frequent sampling is necessary.

d}. The container-closure system used must be clearly indicated, e g., the type. nature, grade and
eolour of the material of the container and closure must be stated. composition of strip packaging,
blister packaging and liners and size of the container{s} or pack-size must be clearly stated,

) Storage conditions must be clearly defined in respect of temperature, light, humidity. opening
and closing of contatner, whether stored upright or inverted, whether a desiccant is incjuded in
the container and presence of foam/icotton wool.
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f} The name and strengih of product, dosape form, batch size. batch number, name of
manufacturer, source of active substance, dates of manufacture and nitial iesting must be slated.
g} 1f more than gne assay result is availabie for any particular time interval, all results should be
quoted including the Mean and Standard Deviation (where possible).

h} The actual resuit abtained For an assay at the beginning of the siability trial should be recorded
zne compared with subsequent values.

i} Initial assay results shouid b cxpressed as the quantity of active substance per unit dosags
form in terms af micrograms. milligrams or grams. Assay resulis for subssquent checkpoints
should be given in the same way and in terms of percentage of initial assay.

j} Quantitative resofts must be reflected wherever relevant in which case the expression
"complies” does nat suifice.

kb All results obtained shouwld be discussed and conclusions drawn from the stability studies be
given. A shelf-life muse 2o conciuded from the results. Explanations should be given whers
necessary eg. anomaleus ar unusual resuits, changs inoassay method. Resolts shoold ve
processed utilizing current :laisiical methods apd any sssumption made should be statistcally
tested at ihe 90 - 85 % contidence level.

11 Stability- indicating methad refers (o the specific analytical method and does not absolve the
applicani frem submicting reasons why the assay methods are assumed to be stability-indicating.
m) An assurance that lony-term testing will continue o cover the shelf-life period must be given
in Part 2 (writter undenskine ae the time of submission of the applicalion). Applicants are
reminded of the recommendanon under Testing frequency that products should be tested at least
annually after the second vear,

3 PREDICTION GF SHELF-LIFE FROM STABILITY DATA

a) Ai least nine months’ data derived fram the araduct stored at the maximum recommended
storage conditions and three months under conditions of siress for generic products must be
availabie at the time of subsmussion , for consideration of a tentative shelf-life of 24 months. For
products containing new entiites. the data accumuiated over a sufficient period of fune, bevond
the initial 12 months, to cover appropriate retest periods must be available.

bt Generally a tentative shelf-life shall only be assigned provided tha the stability investigation
of the product as above has been satisfacionly compiete:d.

¢} Applicants are remindded that 4 tentative shelf-life iy vfien established on conditicn that the
applicant has commitied himself by an undertaking to continue and completc the required studies
and to submit the results as they become available.

4. FOLLOW-LP STABILITY DATA

a) The temtative shelf-life must e substantiared by stability data derived from at least two
production batches, stored at the maximum recommended storage conditions for the full period of
shelf-life for generics. If the accelerared data submitted previcusly were derived from hatches
other than productinn batches. three months' accelerated data on at least one of the production
batches are required.

by For products containing new entities, the tentative shelf-life must be substantiated by stabilicy
data derived from a0 [east three production barches, If the acceterated data subruited previously
were derived from batches other than production batehes, six months' aceelerated data on the
three production batches are required.

¢t The maximum recommended storage conditions, integrity of contdiner used and formulation
will determine the wemperatures and hurmidity conditions to be included in the siress-esting
program.
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d) Stability trials invalving the product stored at the maximum recommended temperature must
be continued for the full period to validate the tentative shelf.iife.

&) An approved shell-life may be extended through submission of additional data accumulated on
praduction batches covering the full period applied for, Applicants should note, however, that the
shelf-life may not be extended until the data have been evaluated and appraved.

3. CALCULATION OF EXPIRY DATE

The expiry date is calculaled from the date of manufacture. If the production baich contains
reprocessed material the expiry dare is calculated from the date of manufaciure of the oldest
reprocessed baich and it should be verified that the bawch will meet the final product specification
for the full period of the shelf-life allocated.

& STORAGE INBULK

The applicant must consider the suitability of the container used for in-process sworage and
transporiation of bulk product in terms of compatibility, moisture permeation and closure seal
ability.

7. EXTENSION OF SHELF-LIFE

For an extensian of shelf-life real time data obtained according 1o the programi on at least two
production batches for the full period required must be submitted for genetics and on at ieast
three batches for new ewiities.

Note:

In order to facilitate evaluation, the application for an exiension of shelf-life should include 2l the
stability data in support of the shelf-life extension {including previously submitted data [or the
relevant batches).

Reference oniy to previously submitted data is not acceptable,

8. STABILITY REQUIREMENTS FOR POST REGISTRATION AMENDMENTS

Procedures and submission of data relating to changes in formulation, site and method of
manufacture and packaging, that may influence the shelf-life quality of a product are cwtlined in
the Guideline for Minor and Major Amendments.

APPENDIX |
GLOSSARY AND INFORMATION

The following terms have been in peneral use, and the following definitions are prl:wided o
facilitate interpretation of the guideline.

Accelerated testing
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Studies designed to increase the raiz of chemical degradation or physical change of an actjve
substance or product by using exaggerated storage conditions as par{ of the formal, definitive
storage program. These data, in addition ‘o long-temm stabiliny studies, may also be used 1o assess:
longer ierm chemical effects at non-accelerated conditions and to evaluate the impact of shor
term excursions outside the label storage conditions such as might oceur during shipping. Resulis
from accelerated testing studies are not always predictive of physical changes,

Active suhstance; Active Pharmaceutical Ingredient; Drug Substance: Medicinal Substance

The unformulated active substance which may be subsequently formuiated with excipients to
produce the product.

Brucketing

The design of a stabddity schedule su that at any time point only the samples on the exiremes. jor
exampe of container size andfor desage strengths, are ‘ested. The desizn assumes that the
stabiiity of the intermediate condition samyples are represented by those at the extremes. Where a
range of dosage strengths is 1o be tested, bracketing designs may be particularly applicable if the
sirengths are very closely related in campositien (e, for a tablet range made with Jdiffereni
compression weighis of a sirutar hasic granulation, or 2 capsule range made by filling different
plug till weights of the same basic composition inte different size capsule shells). Where a range
of sizes of immediate containers is o be evaluated, bracketing designs may be applicabie if the
materiai of compasition of the container and the type of closure are the same throughout the
range.

Climatic Zones

The cencept of dividing the warld inte four zones based on defining the prevalent annual climatic
conditions, Fluctuations in  climatic conditions througheut Houth  Africa prohibit the
characterization of this couniry by anv one of the four idemtified zones and ihe conditions of
storage likely 10 be encountered in South Adrica must be considered in designing the stability
irial.

Dosage Form; Preparation

A pharmaczutical product tvpe., for example taolet, capsule, solution, cream, eic. that contains an
aclive ingredient generaliv, but not necessariiy, in asseciarion with excipients.

Product; Finished Praduct
The dosage form in the final immediate packaging intended for marketing,

Excipient

Anything other than the active substance in the desage form.

Expiry/Expiration Date

The date placed on the containerdabels of a product designating the time during which a baich of

the product is expected to remain within the approved sheif-life specification if stored under
defined zonditions, and after which it must not be used.
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Formal (Systemartic) Studies

Formal swadies are those undertaken according o a pre-approval stbility proweol which
embraces the principtes of these puidelings.

Long-Term {Real Time! Testing

Srabiltty evaluation oi the physical, chemical, biologtcal, and microbisiogical characteristics of a
product and an active subsiance, covering the expected duration of the shelf life and retest period,
that are ¢laimed in the application for registration and will appear on the labelling.

Mass Ralance: Material Balance

The process of adding ogether the assay value and levels of degradation producis 1o see how
closeiy these add up to 100 per cent of the initial value, with due consideration of the margin of
analytical precision, This concept 15 a uselul scientific guide for evaluating data, but it is net
achizvable in ail circumstances. The focus may instead be on assuring the specificity of the assay,
the completeness of the invesrigation of roures of degradation, and the use, if necessary, of
identified degradants as indicators of the extent of degradation via particutar mechanisms.

Matrixing

The statistical design of s stability schedule so that only a fraction of the total nomber of sampiles
is tested at anv specified sampling point. Ar a subsequent sampling point. different sets of
sampies of the te1al number would be tested. The design assumes that the stability of the samples
tested represents the stability of all samples. The differences in the samples for the same product
should be identified as. for example, covering different batches, different strengths, different sizes
of the same container and closure and possibly, in some cases, different container/closure
syslems,

Malnixing can cover reduced testing when more than one variable is being evaluated. Thus the
design of the mawrix will be dictored by the factors needing to be covered and evaluated. This
potential complexity precludes inclusion of specific deiails and 2xamples, and it may be desirable
to discuss design in advance with the Council, where it is possible. In every case it is essential
that all batches are tested initially and at the end of the long-term testing,

¥ean Kinetic Temperature .

When establishing the mean value of the lemperature, the formula of 1 D ilaynes* can be used 10
calculate the mean kinetic temperature. It is higher than the arithmetic mean temperature and
takes into account the Arrhenius aquation from which Haynes* derived his formula. *. Pharm.,
Sei. J 60, 927-529. 1971.

New Chemical Entity; New Molecular Entity; New Active Substance

A substance that has not previously been registered as 4 new active substance with the Council,

Pilos Plant Scale
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The manufacture of either active substance or product by a procedure fully representative of and
simulating that ic be used on a full manufacturing seale. For oral solig dosage formns this iz
generally 1aken 1o be a1 a minimum scale of one-tenih that of full production or 106 000 tablers
or capsuies. whichever is the farger,

Primary Stabilicy Daty

Law on the active substance stored in the proposed packaging under starage conditions thar
suppart she praposed retest date. Data on the product stored in the proposed container-closure for
rarketing under storage conditions that support the proposed shelf-life.

Retest Dae

The date wnen samptes or the acive subsiance should te re-examined 1o ensure that miaterial is
still suitabie for use.

Retest Perind

The peried of time duning which the active subsiance can be considered to remain within the
specification and therefors acceptadle for use in the manufacture of a given drug product,
provided that it nas seen stored under the defined conditions after this pericd, the batch should be
retesied UGr compilance 1o 45 speciilcation and then used immediately.

Sheif-lifer Expiration ating Peried
The time interval that a product is expected to remain within the approved sheif-life specifications
provided shat it is stored under the conditions defined on the label in the proposed containers and

closure,

The sheif-infe s used o sstbiish ihe expity date i ndividual barches, It is the lengsh of time
required for:

aj the least stabie active ingredient te degrade to the specified. mativated and approved or
proposed fraction of the labeled guantity

bl some glement of pharmaceutical elegance 1o drop 1o an unacceptable level, or

cl an arbitrary munimem of 2 years, unless otherwise determined by Council.
The shelf-life could also reflect the length of time required for;

di a measurable increase in toxicity as shown by cither animal experiments or clinical
adverse reaclion reporis, oOr,

el a measurable loss in reported clinicai effectivenessteven though analytical metheds show

little or no reduction in apparent concentration).
- Release Specification

The combination of physical, chemical. bielogical, and microbiological test requirements that
determine a product is suitable for release at the time of its manufacture.

~ Shelf Life Specification
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The combination of physical, chemicai, biclogical and microbiological test requirements thas an
active substance must meet up Lo al ils retest date or a praduct must meet througheut its shelflife.

Stability-Indicating Assay Methodology

Analyuical methodis) that will quantitatively differentiate between the active ingredient and all
known degradation products andfer refated impurities.

Stability

The capacity of an active ingredient or dosage form (o remain within specifications estabiished to
assure iis identity, purity, strength and critical physico-chemical characteristics.

Storape Conditions

An acceptable variation in temperature and retative humidity of storage facilities, The eguipment
must e capable of controfling temperature to a range of +- 2 "C and Relative Humidiey ta +-
3%RH. The real temperatures and humidities should be monitored during stability storage. Short-
term spikes due to opening of doors of the storage facility are accepted as unavaidable.

The effect of variaticns during equipment failure should be addressed by the appiicant and
reported if judged to impact stability resulis. Exceptions that exceed these ranges (i.e. 2°C and/or
5%RH) far mare than 24 hoeurs should be described in the study report and their impact assessed.

Strength
A quantitative measure of active ingredient, as welil as orher ingredients requiring quantitation.
Stress Testing (Active Pharmaceatical Ingredient )

These stdies are undertaken to elucidate intrinsic stability characteristics of the APIL Such testing
is part of the development strategy which 15 normally carried out under more severe conditions
than that uscd for accelerated tests, Stress testing is conducted to provide daia on forced
decomposition products and decomposition mechanisms for the active substance. The severe
conditions that may be encountered during disiribution can be covered by stress testing of
detinitive baiches of the active substance. These studies should establish the inherent stability
characteristics of the molecule, such as the degradation pathways. and lead to identification of
degradarion products and hence support the suitability of the proposed analytical procedures. The
detailed naiure of the studies will depend on the individual active substance and type of drug
product.

This testing is likely to be carried out on a single batch of material and to inciude the effect of
temperature in _

1) °C increments above the accclerated temperature test condition fe.g., 50°C, 80°C, etc.}
humidity where appropriate {e.g.. 75% or greater); oxidation and photoiysis on the

active substance plus its susceptibility to hydrolysis across a wide range of pH values when in
solution and suspension. Results from these studies will form an integrai part of the informalion
provided to the Council.

Photostability testing should be an inegrai part of stress testing.
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[t is recognized that some degradation pathways can be complex and that under ferced conditions
decomposition products may be observed which are untikely to be formed under accelerated or
long-term testing. This information may be useful in developing and validating suitable analytical
methads, but it may not always be necessary Lo exarnine specifically for all degradation products,
if it has been demenstrated that in practice thesa are not formed.

Stress Testing {Finished Product)
Stuedies undertaken 1o assess the effect of severe conditions on a product,
Light resting should be an integrai part of stress testing {see above),

Special st conditiens for specific products ‘e.g. metered dose inhalations and creams and
emulsions) mav require additional stress studies,

Supparting Siability Data

Data ather that primary stability dara, such as stability data on early synthetic route batches of
active substance, small scake Datches of materials, tnvestigational fermulations not preposed for
marketing, related formulations, product presented in containers and/or closures other than those
proposed for marketing, information regarding test resulis on containers. and other scientific
rationale that support the amalytical procsdurss, the proposed retest period or shelf life and
storage conditions,

Tentative Shetf-life

A provisional shelf-life determined by projecting results from less than full term data (such 1s
"accelerated studies”) and storage under maximum recommended conditions for a period
motivated by the applicamt using the desage form to be marketed in the proposed concainer
closure system.

APPENDIX 2
APROPRIATE TESTS

Both physical and chemical characieristics of the product should be monitored during siorage.
The possibiiity of interaction between the components of a fixed-combinauon preduct should be
considered. Where a pharmaceutiical interaction appears possible, the applicant shcald either
submit data to esiablish that an interaction does not occur, or that it is clearly recognized and
defined. Where significant interaction with the pack is likely, the effects on the product and on
the pack (e.g.. due to leaching of extractables, or due to absorption of constituenis;, should be
avaluated and the results reported. The following tests must always be included for ali dosage
forms:

- Appearance

- Assay of ail actives

- Degradation, if relevant

Assay

Detailed records of all analyrical methods used in the stability studies shouid be kept along with
validation data.
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Published metheds of analysis for which validations are also published as well as compendia
methods of analysis should be kept, with partial validation data only demonstrating suitability of
the in-house equipment and persannei. [f a change in procedure is necessary during the stability
trial, datz should be generated and kept and processed in such a way as to prave that no
statistically significant difference exisis between the results of the older method versus the newer
method.

The stabilitv-indicating methodology should be validated by the applicant (and the accuracy,
precision and reproducibility established) and analytical procedures described in sufficient detail
1c perrnit validation,

Degradation products

Chromatographic or other analyiical methods designed 10 determine the content of degradation
products should be submined with the assay results even where an assay precedure specific for
the active ingradient has been used.

Physical properties

In addition to assay for content of active ingredient and degradation products, it Is necessary o
ensure that physical properties of the product are unimpaired after siorage, Congideration should
be given 1o the stareo-chemical integrity of the product. The additional tests will vary with the
formulation in guestion, but imporant aitributes of varicus dosage forms may include the
feliowing:

a) Tablets
Disintegration time, dissolution rate {multi-point profiles for each active if it is a muli component
product), moisture content, appearance, hardness, friability, colour and edour.

Solubility time and appearance of solution for soluble tablets, dispersion time. fineness of
dispersion, dissolution rate {unless the active ingredient is in solution after dispersion) for
dispersible 1abiets.

b} Capsules
Moiswre contcnt. colour and appearance (capsule shell and conterts), brittleness, disintegration
time {when dissolution rate is not applicable} and dissolution rate {muitipoint*profile).

[n conducting stability trials for solid dosage forms and other productz with compendia
dissolution requirernents, and which have a history of bicavailability problems, dissofution rates
shoyld be determined and muli-poime profiles presented in tabulated form as a function of
percentage of labelled claim dissolved to time.

<! Emulsions and suspensions

Appearance {such as colour and phase separation), odour, pH and viscosity,

resuspendability, particle size, sterility for ophthalmic preparations, preserving ability,
preservative contend.

d) Salutions :
Appearance, pH. viscosity and density, (where relevart), sotubility time {reconstitution and
appearance thereof], and sterility preserving ability and preservative content (where relevam).
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Tests should be performed to ensure compatibility between the container-closure System and the
product and the resulls included in the submission.

Test methods to determine particle size should not employ extensive dilution of particles or anv
other manipulation which could affect the real particle size existing in the dosage form. The

applicability of the particle size dependent varjable, such as sedimemaiion should also be
considered.

After siorage, samples ol suspensions should be prepared fer assay in accardance with the
recommended labelling under "Directions for use”,

e} Powders, granules {including those for reconstintion}
Muoisture, resuspendability/reconstitvtion 1ime znd appearance of reconstituted product, micrabial
limits. The reconstiined product must be tesied according 1o 2 salution of suspension.

i Metered Dose Inhalation aerosols
Unifermity of deiivered dose, number of metered doses, pamicle size (suspensions), spray parern,
microbal limits, depesition of smitted dose.

Because the container contents are under pressure, filled comtainers must be checked for loss in
mass over the expiration dating pericd. For suspensions, aggregate for solvated Jormaton rmay
lcad 1o clogged valves, ar the delivery of a pharmacotogically inactive dose. Corrosion of the
metering valve or deterioration may adversely affect ihe delivery of the correct amount of active
ingredient.

£) Ointments and creams

Homogeneity, pH. rheological properties. particie size and mass loss {plastic containers).
Preserving abitity if preservative present. Preserving ability for all topical preparations containing
corticosteroids.

h) Parenterals

Small volume parenterals include an exsremely wide range of preparations and

container-closure types. Each should be included in the stability study. Evaluation of these
products shouid include at least the following: pH particulate matter, pyrogens (containers larger
than 13 mi), syringeability of non-aqueous producs.

If a validated system exisls, sterility will generally not be required to be included in the stability
program. Initial skerijity should be recorded on stability reports.

Tests should be performed to ensure the compatibility between the containgr-closure and the
product and the results submitted. Aspects to be investigated on the closure include possible
pizmentation, resealing {ollowing multiple penetration and force for needle to penetrate.

For Large Volume Parenterals the smallast contatrer-clasure size should be studied, provided that
all comainer-ciosure systems are identical in composition and seal integrity.

A brief jusiification should be included stating the reasons for the comainer size chosen e.g.,
largest air volume or largest surface contact etc. Addilional tests - globule size (where
applicable}, volumelplastic containers), moisture permeability (where applicabie) and
exlraclables {plastic containers). Tesis should be perfarmed to ensure the compatibility between
the container-closure and the product. These data must be submiteed.



220 Ho. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

—~ STABILITY

i} Suppositaries

Melting range point, breaking strength and disintegration. The effect of aging may also be
observed from hardening of the suppository base, therefore, conirol and s1ability testing should
include distmegration time at 37 degrees C. Accelerated studies should be conducted at 2 - 3
degrees C below the melting point of the suppositories. In such cases, the product labelled o be
administered by additon to another product {e.Z., parencerals, asroseis) should be swudied for
stability and compatbility tn admixture.

j¥ Admixtures
For any product imended fer use us an additive to another product. the possibility of
incompatibilines exists,

A sugsested protacel should provide for (esis 1o be conducted al zero-, 8-, 3-. 24- hour intervals,
These shoald inelede:

- Assav of aciive ingrediens and any other ingredient for which a {imit is ser in the tinal product
specification;

- pH (especially for unbuffered LY Ps). colour, clarity {particulate matter);

- Inleraction with the container;

- identification of precipirant/sediment (although the presence of anv precipitant s already non-
contorming}

k) Intra-userine Devices (IUD}

Tensile strenpth of the withdrawal string and integrity of the package, 1.2., seal sirengih of the
pouch, sterility of the device. If the device contains a reservair frorn which active ingredient
diffuses through a controlled release membrane, it should be 1ested for total active content,
degradation products and in vitro release rate of the active ingredient in

addition to the above tests. Vaginal devices such as doughnut shaped silastic or other polymeric
matrix contaming an active ingredient uniformiy dispersed throughout the matrix must be
checked For in vitrg release rate of the active ingredient and extraneous extractable substapces ic
establish stability and compatibiiity of the active with the matrx.

1} Tran dermal patches
Retrase rate, seal inlegrity, mass variation, adhesive propertics.

Content of Antimicrobral Preservatives ’

Dosage forms containing preservatives 10 cortrol microbial coniarnination should have the
preservative conter monitered initiaily (zero time} and at reasonable intervals throughout the
projecied expiration daving period of the product. This may be accomplished by performing
microbial challenge wests (e.g.. Antimicrobial Preservative Effectiveness Test of the GSP or BP

which is applicable o unopened comtainers) and by performing chemical assays for the
preservative. When the minimum guantity of preservative 10 achieve effective microbial control
has been determined for solutions, chemical assays for the full period of the shell-life may be
adeqguate, provided that the results of tests demonstrating the preservative effectiveness are
subrnitted for evaluation. It is particularly important to consider the adequacy of the preservative
sysiem under conditions of use for multidose vials. When less than full term dala are submitted
for registration purposes. or for 2 major change wn formulatton, preliminary resulis for
preservative effectiveness are a minimum storage peried of ning months should be included for
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those products for which the effect of aging on preservative effectiveness needs to be
demonstrated e.g., suspensions, creams etc.

Those products requiring control of the microbial quality that do not contain preservartives, should
be tested initially {at zere time} and at the termination of study or at Lhe end of the projected
expiration dating peried aceording to the final product specification (Part 2F), for bio burden
{e.g.. Microbial limits Tests of the USP or BP, which includes a limit for total microbial count
and for absence of Siaphylococcus awreus, Escerichia coli. Pseudomonas aerugimosa and
Salmnenella species. In addition, it is recommended that topical preparations be controfied {or the
absence of

Pseudomongd cepacia, Aspergillus niger and Candida albicans as well as any wher topical
pathogens that may be identified as potentially harmful. Simuiated use rests on topical
preparations packed in jars and on ophthalmics are desirable.

Eifects of Opening and Clesing Containers

Investigation into "in-use” stability may be important for certain sensitive preducts. Where
applicable, the opening and ¢lesing of contaimers rmay follow 3 recommended dosage direction
included in Parr 1A to the MRF applicatron form.

Desiceants

Duration of satistactory performance of desiccants should be related 1o the shelf-Tifefexpiry date.
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ADDENDUM 3

~ POST-IMPORTATION IDENTIFICATION AND .
TESTING OF MEDICINES

. This document has been prepared to serve as a recommendation te applicant
Jwisiling to submit applications for registration of medicines. Tt rvepresents th
Medicines Controt Counncil’s current thinking on the safety, quality and efficacy o
: medicines, It is not ingended as an exclusive approach. Council reserves the right t
! request for any additional information to cstablish the safety, quality and efficacy o
1 & medicine and may make amendments in keeping with the knowledge which isi
j current at the time of consideration of data accotnpanying applications for{
registration of medicines. Alternative approaches may be used but these must be
| seientifically and technically justified. The MCC is committed to ensure that all
| medicines gaining market approval will be of the required guality, safety an
i efficacy. It is important for applicants to adhere to the administrative requirement
i to avoid deluys in the processing of applications.

| Guidetines and application forms are available from the office nf the Registrar o
| Medicines.

REGISTRAR OF MEDICINES
WS M.P. MATSOSO
DATE: 25{¢. /2003
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POST-IMPORTATION IDENTIFICATION AND TESTING OF
MEDICINES

1. Imported medicines must be identified chemically, assayed through a
stabiiity-indicating method, and other relevant tests as may be required,
conducted before release, to prove thar the product integrity has not been
prejudiced during transport from sources in other couniries.

{a}  Exemption from these requirements will be considered in the following
circumatances:
{b) When very small quantities are imported for “selected” patients, or groups
of patients.
fc! If the identification and assav cannot be performed in South Africa the
applicant musi submit full justification and motvation, as the return of
samples 10 overseas testing laborarories or manufacturers is not acceptable.
The MCC may direct that a laboratory recommended by it perform the
tests.
{d} Any other reason deemed by the applicant as being of such nature as to qualify
for consideration for this exempiion.

2. Any exemption appraved will be valid for three years, provided thar all the
requirements are complied with during the period of validity. Ininally, post
importation testing must be done and subsequently at spectlic intervals.

3 When requesting exemption the following must be submitted:

d. A suitable motivation for the request. ihar is, a suitable
projection as 10 the annual usage of the reievant project. and:or
detaii of the identificaticn and assay method witich cannot be
performed locally,

iii. Walidarion of transpart, that is, evidence that the conditions
during wansport are conlinuousiy monitored by temperature
and, where relevant, humidity recorders.

A tabulated summary indicating the method of transport utilized and the
conditions during transport as indicated beiow must be submitted. A
minimum of five printouts are required, giving an sccount of the same
product or, five different products, provided that the products reguire the
same storage conditions, and provided tha the products are dispatched
from the same site but by different shipments.

iv. A copy of the accelerated stability data of the [ormulation being
appiied for, packed in the final container as specified in Part 2D

{to determine if the humidity must be monitored).

v. A copy of Part 2B as per the MRF ) Form,
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vi. An indication as 1o whether the request is for bulk products or
for the product packed in the final container.

vii. A certificate of GMP compliance not older than 2 years, issued
by competent reguiatory authority or in terms of the WHQ
certification scheme,

viii. A copy of the proposed master release document in accordance
with Part 2F reflecting the specifications pertaining to the
praduct in question (example attached).

“The type of recorder used in transit

Specify that the received certificate of analysis is valid, is complete (reflects the
actual resufts of the tests performed} and reflects compliance with the
regisiration requirements,

Visual identification of the product and dosage form

A consignment refercnce e.g. GRN (goods received notice] or invoice, etc.
(Balch numbers on the invoice must concur with the batch numbers of the
products).

Confirmation of the integrity of the containers, seals, and labels. Each aspect
must be specified and controlled to ensure that no damaged articles are accepred.

Furthermore, the following must be ensurad:

a)

b}

d)

&)

The transport conditions (temperature and humidity, where relevant} of
each shipment are recorded by a suitable device which provides a
printout that will form a permanent record of the specific shipment and is
filed with the batch release documents

An SOP, specifying the details of inclusion of the recorders, must be
availabie for inspection. The procedure must include amongst others, the
number of recorders, position of placement, date of activation and
inactivation {on leaving the place of dispatch i.e. faciory, and on receipt
by the applicant i.e. warehonse} and evaluation of the printout with the
reforence to the stability dasa.

The menitor must be validated and the validation data must be available
for inspection.

Please note that exemption is applicable only if each future shipment is
monitored and subsequently evaluated for compliance with the stability
profile.

The submission rust include the necessary supportive stabiiity daga. If
previously submitted, a statement to this effect will suffice.

The transport monitoring method, or transport conditions must be
specified in the master release document. Applicants should note that
any shipment received, not complying with these (ransport
specifications, does not qualify for the exemption. These shipments must
be assaved and identified as if exemption was not granted in the first
instance.

247857
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N.B. The Medicines Control Council reserves the right to withdraw the
exemption, should the applicant give cause.
Applicants who have obtained permission for exemption previously from
the MCC for their preducts must re-apply for exemption.

NAME OF PRODUCT:

REGISTRATION NUMBER:

DOSAGE FORM:

APPROVED STORAGE CONDITION:

QC FUNCTICN TO BE AUTHORISED (point {v) below):
ASSURANCE: TEMPERATURE RECORDED IN EACH SHIPMENT

b ____________________ ___ I

Name of | Batch Maximum | Maximum | Duration of | Mode of | Signature of
Product | Number | and humidity | transport Transport | MD/responsib
. | minimum recorded | (Date le pharmacist
temperature | (Where commenced who verified
recorded relevant) | and date the printouts
terminated)

00382083—8 24785—8



226 No. 24785 GOVERNMENT GAZETTE, 2 MAY 2003

w POST-IMPORTATION ID/TESTING

MASTER RELEASE DOCUMENT

Product name and code b
Batch number
Approved storage conditions )
Final product specification reference number
Receiving notice number (GRN} ]I
Date of dispatch and of receipt
r CQuantity disparched
Number of containers received
Test Specification Result Signature
Temperature printout (storage | Present, attached,
conditions} conforms to stability profile
subrnirtred
Certificate of Analysis Present, valid (batch
! specific), conforms to

MBR1, complete

Visual Identification e.g. Praduct description,
labelling, container, batch
number, expiry date

Shipping containers’ condition | Clean, undamaged Number
. approved,
] Number
rejectet
Shipping container label Untampered
Shipping container seal Present, intact

Position/ Function

Signatures Date
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ADDENDUM 2

. VALIDATION PROTOCOLS AND |
| VALIDATION REPORTS |

This document has been prepared to serve as a recommendation to applicants
. wishing to submit applications for registration of medicines. 1t represents thel
Medicines Control Conncil's current thinking or the safety, quality and efficacy oi
medicines. It is not intended as an exclusive approach. Council reserves the right tci
request for any additional information to establish the safety, quality and efficacy o
a2 medicine and may make amendments in keeping with the knowledge which i
Ecurrent at the time of consideratior of datsa accompanying applications fo
Iregistration of medicines. Alternative approaches may be used but these muost b
[ scientifically and technically justified. The MCC is committed to ensure that al
:medinines gaining market approval will be of the required gualiry, saferv and
" efficacy. It is important for applicants to adhere to the administrative requlremﬂn:s’
tﬂ avoid delays in the processing of applications. r_

" Guidelines 2nd application forms are avaitable from the office of the Registrar of
- Medicines, :

REGISTRAR OF YMEDICINES

MS MY, M(ﬂ 050
DATE: 29[y [2903
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VALIDATION PROTOCOLS AND VALIDATION REPORTS

This guideline intends to communicate to Industry, the pelicy and requirements in respect
of validation protocols and validation reports (o be submilied to the Medicines Control
Council.

1 IMPORTANT REFERENCES:;

Chapter 9 of the SA Guide to Good Manufacturing Practice (1996 edition)
Circulars

United States Pharmacopoeia (USP)

British Pharmaceutical Codex {BPC)

FDA Guidelines on Validation

2 GENERAIL COUNCIL POLICY:

The standard to be used to assess compliance with current Good Manufacturing
Practice, would be the South African Guide to Good Manufacturing Practice
(SAGMP) (latest edition).

“that the Guide to Good Pharmaceutical Manufacturing Practice as amended,
which was prepared jointly by the secretariat and the PMA, be considered as the
standard determmed by Council as referred to in the specific conditicn for
registration of a medicine, namely that the appiicans shall ensure that the medicine
is manufactured and controiled in accordance with Good Manufacturing Practice
as determined by Council."

3 WHAT VALIDATTION IS:
3.1 The 5A Guide to GMP defines "validate" as follows:

"VALIDATE... ,
To provide documented evidence that an item of equipment, process, system or method is
in 2 state of control (i.e. that all assignable causes of variation have been eliminated) and
is able to consistently deliver specified resulis.”

3.2 Validation is an integral part of current good manufacturing practice; it is,
therefore, also an element of the qualiry assurance programme associated with a
particular product or process.

3.3 There should be levels where validation and qualification should be performed,
and the level should determine the intensity of these products. It should be least
for liquid preparations (solutions) and most for parenteral medicines. For solid
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dosage forms, it should depend on the criticality of the product as far as the
patient is concerned.

4 WHEN VALIDATION SHOULD BE DONE:

4.1

»

4.2

4,3

4.4

46

4.7

Validation should be considered in the following situations:

1otally new processes
new equipment
processes and equipment which have been altered to suit changing priorities

processes where the end product test if poor and an unreliabie indicator of product
qualiry

When any new manufaciuring formula or method of preparation is adopted, steps
should be taken to demonstrate its suttability for routine processing. The defined
process, using the materials and equipment specified, should be shown to
consistently yield 2 product of the required quality.

In this phase the extent 10 which deviations from the chasen processing
parameters can influence product quality should also be evaluated. In genera} the
final batch size shouid not be more than ten times the baich size of the
representative developraent barches.

The validation in the production unit mainly comprises the determination and
evaluaticn of the process parameters of the facilities applied for the scale-up 1o
final baich size. The control of ali critical process parameters, the results of the
in-process controls, {inal controls and stzbility tests should prove the suitability of
the important individual sieps of a procedure.

At least three baiches (including at least iwo production batches in the final batch
size) should be validated, to show consistency. Worst case situalions shaould be
considered.

When certain processes or products have been validated during the development
stage, it is not always necessary to re-validate the whale process or product if
simiiar equipment is used or similar products have been produced, providad that
the final product conforms 1o the in-process contro! and final product
specifications,

There should be a clear distinction between in-process controls and validation, In-
process tests are performed each time on a batch-to-batch basis using
specifications and methods devised during the development phase. The objective
is to monitor the process continuously.

5 WHAT VALIDATION INVOLVES:
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Validation involves the accumulation of documentary evidence relating to a
process, item of equipment, or facility. This is achieved by means of validation
protocol which should exist for every praduct and which details the tests to be
carried out, the frequency of testing, and the resuits anticipated {(acceptance
criterial.

6 THE VALIDATION PROTOCOL {VP}

The Validation protocol should clearly describe the procedure to be followed for
performing validation, The protocol should inclode at Jeast:

»  the objectves of validatian and guaiification study.

*  site of the study,

+  the responsible persammef,

»  description of cquipment to be used (including calibration before and after
validation},

*  SOP’s 10 be followed,

+  standards and criteria for the relevan: products and processes,

*  the type of validation,

+  time/frequency should be stipulated,

+  processes and/or parameters to be validated (e.g. mixing times, drying
temperatures, particle size, drying nimes, physical characteristics, content
uniformity etc.) should be clearly identified.

7 THE VALIDATION REFPORT (VR)

7.1 A written report should be available after completion of the validation, The
results should he evaluated, analysed and compared with acceptance criteria. All
resulis shouid meet the criteria of acceptance and satisfy the stated objective, 1f
necessary, further studies should be performed. [f found acceptable, the report
should be appraved and authorised (signed and dated). '

7.2 The report should include at least:

the title and ohjective of the study,

refer 10 the protocot,

detaii of material,

equipment,

programmes and cycies used

details of procedures and test methods

results {(compared with the acceptance eriteria).

& & & e Es
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s, recommendations ¢n the limits and criteria 1o be applied to all future
production batches {which could form part of the basis of a batch
manufacturing document}.

8 RE-VALIDATION:

a).

As a rule re-validation is required under the following circumstances:
change of formulae, procedures or quality of raw materials

change of equipment, installation of new equipment, major revisions to
machinery or apparatus and breakdowns

major changes to pracess parameters

changes 1o facilities and installations which influence the process

on appearance of negative quality trends

on appearance of new findings based on current knowledge, ¢.g. sterilisation
where

the frequency of checking is dependent on sophistication of in-process

methodology

a

NOQTE: The extent of re-vzlidation will depend on the nature and significance
of the changes.

¢ GENERAL NOTES

9.1

9.2

The following aspects could be considered during the validation of specific
dosage forms,

Validation of 1ableting: In the case of an oral 1ablet manufactured by
granulation and compression, the critical process paramerers may include {(but
not be limited 10):

blending time for the powder

particle size distribution of the active

granulating time and speed

amount of granulating fluid-binder concentration

drving time - final rnoisture content

granule particle size distribution

granule active content and homogeneity

blending time of external phase

tabiet hardness with respect 1o water content, friability, disintegration, and
dissolution

lubrication level with respect tablet hardness, disinlegration, dissolution  and
die-ejection force

tabiel mass and thickness control uniformity of content

If the tablet is film coated, the following additional parameters may require
validation:
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10.1

1.3

10.4

“YALIDATION PROTCCOLS/REPCRTS

spray rate of coating solution

nlet and outlet air iemperatures

coating mass of polymer with respect to table appearance, friability,
disintegration. and disselution

REQUIREMENTS

Each applicant should have a Validation Master Plan (WMP) (See SA Guide
to GMP, Chapier 9

Each product must have a Validation Protocol {VP), (where validation is
required, {.e. for inter aliz solid dusage forms, cortain suspensions, sierile
products etc or where mejer changes in formulation or manufacturing method 15
envisaged).

There should be a Validation Report (VR) following the completed validation.

Validation Protocols and Validation Reports shouid be available for inspection
purposes by the inspectorate,

The iollowing is applicable:

10.4.1

10.4.2

New Applications for regisiration:
A VP must be included in Part ZE. {The VR should only be submitted when
requested by the inspectorate).

Applications for change in applicant/manufacturer/packer/laboratory

A VP must be submirted with each application for a change in manufacturer
or laboratory, or change in applicant where it also involves a change in
manufacturer,

[If the validation had already beer done, it should be indicated as such in  the
application. A VR should only be submitted when requested by the inspectorate.]

105

Applications will not be accepted if the Validation Protocol should be found to be
incornplete.

10.6  Applicants should note that the submission of the VP or VR does not imply that

the VP or VR had been approved by the council or secretariat.
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ADDENDUM 1]

ALCOHOL CONTENT |

This document has been prepared to serve as a recommendation to applicants
wishing t¢ submii applications for vegistration of medicines, It represents the
Medicines Control Council’s curreat thinking on the safety, quality and efficacy of
medicines. It is not intended as an exclusive approach. Counchl reserves the right o
request for any additional information to establish the safety, quality and efficacy of
a medicine and may make amendments in keeping with the knowledge which is
current at the time of consideration of data accompanying applications for
registration of medicines. Alternative approaches may be ased but these must be
scientifically and technically justified. The MCC iz committed to ensure that all
medicines gaining market approval will be of the required quality. safety and
efficacy. it is important for applicants to adhere to the administrative requiretnents
to avoid defavs in the processing of applications,

Guidelines and application forms are available from the office of the Registrar of
Medicines,

A -
ﬁ;w éé“

REGISTRAR OF MEDICINES
MS M.P. MATS0S0
DATE: 29 20073
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ALCOHOL CONTENT FOR MEDICINES INTENEDED FOR ORAL
ADMINISTRATION

a)The following maximum concentration Yimits will be allowed for ethy! alcohol as
inactive ingredient:

(3,5 % {v/v} ethyl alcohol {or children under § years of age
5.0 % (v/v) cthyl alcohol for children 6-12 years of age
10,0 % (v/v) ethy! aleohol for adults and adolescents over 12 vears of age,

Minute dose preparations are exempted [rom this requirement.

For products where higher concentratien of alcchol are required, {e.z. plant extracts
or where soiubility or preservarion might be probiematic), 2xemption from ethanol
concentration Jimits will be considered individually, provided that justification and
mativation is submitied together with proof that the proposed dosage will not result
in blood alcoho] levels of 25 mg/dl or higher. {Table 1 is attached for reference
purpases oaly).

In all instances. the alcohol conent of 3 mixture must be stated prominently on the
immediate comainer label, the outer label (carton), as well as in the package insert
and patient information leaflet.

All medicines (registered products, "Old medicines” and new applications) musi
comply with the alcohol levels stated in this policy.

TABLE L#
Volume (Miiliitetres} of Ethanol Preparation Predicted to Produce a2 Blood Ethanal
Concentration of 25mg/160ml* (100ml=1d])
% Ethanol (v/v) in Age
Product {Weight)
2yr Ay Gyr gyr 10yr 12yr
{12kg) {l6kg)  (2lkg) (27kg)  (32kg) {38kg}

2.5 21 122 160 205 243 289
5,0 46 51 86 103 122 144
7.5 30 41 53 68 81 96
10,0 23 30 40 51 61 72
12,5 18 24 32 4] 49 58
20,0 11 15 20 20 30 36
25,0 9 12 16 21 24 29
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* Values were calcutated from data contained in McCoy et al, 1979, by use of the
formuia: dese (in milligrams} = plasma concentration {Cp) x volume distributed {Vd)
and assuming that absorption is complete. For exampte, the calculation (o obtain the
value of 40 mi for a 6-year-old ingesting a product containing 10% alcohol would be
made as feilows: Cp = 250 mg/L and Vd = 0.6 L/kg x 21 kg; therefore, dose = 250 mg/L
x {0.6L/kg x 21kg) = 3.150 mg. Because for absolute ethanol (specific gravity 0.789), 1
g=1.27ml, 31.5 g = 40 ml; thus, for 10% ethanol, the calculated volume is 40 ml.

# TABLE 1 is an abstract from an article on "Ethanol in Liquid preparations
intended for Children”, by the American Academy of Pediatrics, published
in PEDIATRICS, Vol. 73 ne.3 March 1984, page 406.
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CLINICAL REQUIREMENTS |

{ This document has heen prepared to serve as a recommendarion to applicants
wishing fo sabmit applicacions for registration of medicines. It represents the
Medicines Control Council’s current thinking om the safety, quality and
efficacy of medicines. It is not intended as an exclusive approach. Council
reserves the right to request for any additional information to establish the
safety, quality and efficucy of a medicine and may make amendments in
iu.epmo with the knowledye which is current at the time of consideration of

* data accompanying applications for registration of medicines. Altermative

1appruaches may be used but these must be scientifically and technically

| justified. The MCC is committed to ensure that all medicines gaining market

, appraval wili be of the required quality, safety and efficacy. It is important for

g applicants to adhere to the administrative requirements to avoid delays in the

| processing of applicarions.

l These guidelines should be read in conjunciion with Regulatiens 5, 22, 24, 25,
1 42 and 43 of the Medicines and Related Substances Act Na. 1081 of 1963,

Guidelines and application forms are available {rom the office of the Registrar
i of Medicines.

%@%IST}U\R OF MEDICINES

NS MP, MAT?OSO
DATE: 29(4- [2003
Yersion MCC2003. !
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INTRODUCTION

This guidefire serves to help applicamts with the correct way of presenting a
package insent for evaluation on application for registration of a meadicine.
Applicants are requested to follow the formar stipulated in the guideling, in
conpunction with provisions set out under Regulation § of the Act 90 of 1997
(hereafter referred to as the Act).

The professional package insert is regarded as the document that ensures the safe
and effective use of the medicine wnder most circumstances. It presents a
scigntific, objective account of the medicines™ uses and limitation as established
by the supporting evidence. Ensure that 2l statements are adequateiv cross-
referenced (See Addendwwm’ I). No promotionai material may be included.
Promotional statements and comparisons to other agents, indicative of anv
potential advantage over competitors will not be altowed.

After registration, the professional package insert may wot be altered without the
approval ot the Medicines Comirol Council. In the case of safety-related matiers
the Councit should be informed immediately, with submission of an approved
professional package insert, a proposed amended package tnsert and the
evidence/motivation for the change. (refer 1o PART 5.2 - Application for the
Amendment to a package insert}.

GENERAL:

r

Package inseits must be typed in a dovbie-spaced text with a minimutn
legibility of 6-point Helvetica typeface in black ink on white cartridge
paper ot the equivalent thereof. The package insert text must be in at least
Enalish {British English) and any other official language.

r3
L]

Cross-referencing of the package insert shal! be by leaving 2 broad margin
on the right hand side of the page where every statement is clearly
referenzed.

Y4

()

Every statement shall be verified by a reference for purposes of
evaluation, The exact page’s shall be stated and. if possible. the colurn
and line number. Nowe. however, that no refarences shall appear on the
finalized printed package insert. [f an entire section 15 quoted from one
source, i will be acceptable to indicate the one reference at the end of the
relevant section.

24 The printing quality of the package insert must bs clzar to etable
duplication, for inclusion inta various documemns. during the evaluation
and registration process. The spelling and grammar in the package insert
text. and Tvpographical errors must be checked by the applicant hefore
submission to the Medicines Contral Council. Fatbure to do so shat! resuit
in a detav of the registration process.

23 Eiectronic submissions will be preferred.
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PART 1A - PROFESSIONAL PACKAGE INSERT
MULTI-SOURCE MEDICINES

3.1  HEADINGS AND PARTICULARS IN A PACKAGE INSERT

Applicants shall take note of which sources 1o be used as a reference for the
different headings specified i Regulation 9 of Act 90 of 1997, Applicants also o
aote that in-hceuse package insert templates shall be used as a reference during the
evaluation process of therapeutically equivalent, interchangeabie multi-source
medicines. {Schedule of definmons (23 of Regulation 9 of Act 90 of 1997), and as
contemplated under sub-regiation 1 {s)Wiv)of Act 90,

32 SCHEDULING STATUS

Applicants shall note the scheduting status of medicines as determined from tume
to time by the Minister, and as published in the Government Gazette. The correct
tzrm for unscheduled medicines is “Not Scheduled”.

i3 PROPRIETARY NAME AND DOSAGE FORM
Shall be in aczordance with the first page of the MRF 1,
34 COMPOSITION

An approved name of all active ingredients in accordance with Part 2 shall be
listed.

The guantity thereof per dosage unit. per suitable mass, per volume, or per unit of
the medicine shall be indicated.

The approved name and quantity of any preservative shall be listed and expressed
as a percentage. The content of ethy] aleohol, where such quantity exceeds 2%
shall be indicated.

Anv ingredient which may cause an z2llergic reaction, or which may be harm ful to

certain imdiveduals e.g. tartrazing, nust be indicated as such, in accordance with
Regulation @ of the Act.

3.5  PHARMACCQLOQGICAL CLASSIFICATION
Shall be in accordance with Regulation 25 of the aAct.

3.6 PHARMACOLOGICAL ACTION INCLUDING
PHARMACOKINETICS

Shall be in line with the relevant package insert template as determined by the
Council. Any additional information as required by the applicant must be
submitted with relevant clinical data.
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3.7  INDICATIONS °

Shat! be i Hine with the relevant package insert emplate as determined by the
Council. Apv additional intormation as requited by the applicant must be
submitted with relevam clinical data

3.8  CONTRA-INDHCATIONS

Shail be i line with the relevant package insert template as determined by the
Council. Any addiienal information as required by the applicant must be
submitted with relevant clinical data.

3.9 WARNINGS

Shal! b_e 0 line with the relevant packaue insert template us determined by the
Councit. Any additional intrormation s required by the applicant must be
submirted with relevant clinical data,

310, INTERACTIONS

Shall be in line with the relevant package insert template as determined by the
Council. Any addittonal utformation s required by the applicant must be
submitied with relevant clinical dara.

311 PREGNANCY AND LACTATION

Srall be io line with the relevant package insert template as determined by the
Couneil. Any additional information as required by the applicant mus: be
submitted with relevant clinical data.

3.12. DOSAGE AND DIRECTIONS FOR USE

Shall be in line with the relevant package insert template as determined by the
Councif. Any additivnal information as required by the applicant must be
submitied with relevant clinical data.

3.13. SIDE-EFFECTS AND SPECIAL PRECAUTIONS

Shail be in line with the relevant package insert template as determined by the
Council. Anv additional information as required by the applicant must be
submitted with relevant ¢linical data.

314 KNOWN SYMPTOMS OF OVERDOSAGE AND
PARTICULARS OF ITS TREATMENT

Shaif e in line with the relevant package insert template as determined by the
Counzii. Any additivnal information as required by the applicant must be
submitted with relesant ciinical data
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3.15. IDENTIFICATION
1 accordance with Part 2F
316, PRESENTATION
In accordance with Part 2D,
3.17. STORAGE INSTRUCTIONS
In accordance with Part 2.

The statement “Store all medicines out of reach of children.” must be stated,

. 3.18. REGISTRATION NUMBER

Allocated by the Medicines Control Council.

3.19, NAME AND BUSINESS ADDRESS OF THE HOLDER OF
THE CERTIFICATE

The name and business address of the holder of the certificate of registration. or
the holdsr of the paraltel importer license, whichever is applicable, shall be listed
under this section of the nackage insert,

3.20. DATE OF PUBLICATION OF THE PACKAGE INSERT

This date shail be the date of the Medicines Control Council Resolition. The date
shall only change when the package insert is amended exiensively and is re-
evaluated by Council,

Note: Any deviations from the requirements as described in these guidelines
will require approval by the Council prior to implementation.

PART 1A - PROFESSIONAL PACKAGE INSERT
NEW CHEMICAL ENTITIES

4.1  HEADINGS AND PARTICULARS IN A PACKAGE INSERT

The package insert shall follow the same format as laid out in the guidelines for
interchangeable muiti-sovrce medicines above, in conjunction with Regulation 9
of the Act. The difference being that the primary source of reference for headings
510 I3 below shall be the ciinical siudy data in the SBRA, or the AMRP,
whichever is applicable 10 that particuiar application.
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42. SCHEDULING STATUS

Applicants w nate that the scheduling status of medicines shall be determined
from time 1w time by the Minisrer,

4.3 l PROPRIETARY NAME AND DOSAGE FORM
Shall be in accordance with the first page of the MRT 1
{4, COMPOSITION

An approved nane of all active ngredients n accordance with Part 2B(1) shall be
“sted.

The quantiry therzof per dosage unit. per suitable mass, per volume. or per unit of
ihe medicine shail pe indicated.

The approved name and quantity of any preservanve shall be lisred and expressed
as a percentage, The cantent of sthyl aleohol. where such quanity exceeds 29%
shall be indicated.

Aoy ingredient which may cause an allergic ceaction, or which may be harmtul to
certain individuals £.g. tartrazine. must be indicared as such, in accordance with
Regulation 9 ot the At

4.5, PHARMACOLOGICAL CLASSIFICATION
Shall be in accordance with Regutlation 25 of the Act.
4.6, PHARMACOLOGICAL ACTION

Source of pantigulars shall ae the clinfeal data in the SBRA (Summary Basis for
Registzation Aprlicationy, or the AMREP (Abbreviated Medicines Reaisirnoron
Procedure} documents, whichever applies.

4.7, INDICATIONS
Sourge of particulars shall be the chinical data in the SBRA (Summary Basis for

Registration Application). or the AMREP (Abbreviated Medicines Registration
Procedured documents. whichever applics.

4.8.  CONTRA-INDICATIONS

Source of particulars zhall Be the clinical data in the SBRA {Summary Basis for
Registration Applicaticnl. or the AMRP (Abbreviated Medicines Registration
Procedure) documents, whichever applies.

49, WARNINGS
Source of particulars shall be the clinical data in the SBRA (Summary Basis for

Registration Application). or the AMREP {Abbrevigred Medicines Resistration
Procedure) documents, whichever applies.
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4.1¢. INTERACTIONS

Source of particulars shall be the clinical data in the SBRA (Summary Basis for
Registration Apphcation). or the AMRP {Abbreviaied Medicines Registration
Procedure documents. wiichever applies,

4.11. PREGNANCY AND LACTATION

Spurce of particulars shall be the chipical data in the SBRA (Summary Basis for
Registration Application;. or the AMRP (Abbreviated Medicines Registration
Procedure] documents, whichewver applies.

4.12. DOSAGE AND DIRECTIONS FOR USE

Source of particulars shall be the ciinical data in the SBRA (Sumimary Basis for
Registration Applicanon), or the AMRP {Abbreviated Medicines Registration
Procedure ) docomenrts, whichever applies.

4.13. SIDE-EFFECTS AND SPECIAL PRECAUTIONS

Sowrce of partculars shall e the clinical data wn the SBRA (Summary Basis for
Registration Application). or the AMRP (Abbreviated Medicines Registration
Procedure) doctmnents. whichever applies,

The side effects that belong together shall be grouped together either in ane
paragraph or under one sub-heading. e.g. gastro-intestinal. skin, hematological
ste. as per the Svatem Crgan Class Classification System of either WHOART or
MeDRA.

Side effects that ocour mare freguently as well as the more serions type of side
effects shall be fisted at the begmnme of the paragraph. The terms “mare
[requent” or “less frequent” may be used.

[n the case of multi-component formulations, the side effects shall be listed
sepiralely [or cach active ingredient

Special precautions shall be grouped topether in a separate sub-section or
paragraph. They should also be listed in order of importance.

.04, KENOWN SYMPTOMS OF OYERDCSAGE AND
PARTICULARS OF ITS TREATMENT

Source of particulars shall be the clinicat data in the SBRA {Summary Basis for
Registration Application). or the AMRP (Abbreviated Medicines Registration
Procedure) documents. whichgver appliss,

For treatment of over-dosage it ts usually acceptable to state, “Traatment is
svmptomatic and supportive”. There are exceptions where 2 standard text is
required .o paracaiamol. codeine. beta-blockers, Applicants should update
themselves wirly the relevant Circulars on a regular basis,
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4.15. IDENTIFICATION

in accordance with Part 2F,

4.16. PRESENTATION

In accordance with Farr 2D,

417 STORAGE INSTRUCTIONS

Iz aveordanee with Pt 200

Tie <ratement “Store bl medicines cut of reach of chitdren.™ must =e stated,
4.13. REGISTRATION NUMBER

Allocared by the Medicines Contral Couneil.

419 NAME AND BUSINESS ADDRESS OF THE HOLDER OF
THE CERTFICATE

The name and business address of the holder of the certificate of registration, or
the holder of the parallel importer license. whichever is applicabie. shall be listed
undar thes section of the package insert.

14.20. DATE OF PUBLICATIGN OF THE PACKAGE INSERT

This date shall be the dare of the Council Reselution. The date shall onty
change when the package insers is amended extensively and is ro-evatuated
by Couneil.

Note: Any deviations from the requirements as deseribed in these guidelines
will require approval by the Council prior to implementation.

PART 1 B-PATIENT INFORMATION LEAFLET

Al INTRODUCTION:

This guidetine serves o help applicants with the correct way of presenting a
patient information leaflet for evaluation on application for repistration of a
wedicine. Applicants are requested to folfow the format stipulated in the
guideline. in conjunction with provisiens set out under Regulation 10 of the Act
90 of 1997 {hereafter referred to as the Acr),

5.2 GENERAL:
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.1 Paticnt information leaflet shail be typed in a double-spaced text
with a minimum legibitity of 6-point Helvetica typeface in black
wk on white cartridge paper or the equivalent thereof The
package tsert text must be in at least English {British English}
and any other official language.

322 Cross-referencing of the patient information leaflet shali be by
leavmg a broad margin on the right hand side of the page where
evers statement (s clearly referenced.

20 Duery statenent shall be verified by a reference for purposes of

evaluation. The exact page/s shall be stated and, if possible, the
column and line number. Wote, however, that no references shall
appear on the finalized printed patient information leaflet. If an
entire section is gueted from one source, it will be acceptable to
indicate the one reference at the end of the relevant section.

14
1.
e

The printing quality of the patient information leaflet must be
¢lear 1o enabie duplication. for inclusion inty various decuments,
during the evaluation and registration process, The spelling and
crammar wi the patient information leaflet teat. and rypographical
errars must be checked by the applicant before submission to the
Wicdicines Contral Council. Failure to do so shall resuit in a delay
vl the registration provess.

L
o

10

Electronic submissions will be preferred,

HEADINGS AND PARTICULARS IN & PATIENT
INFORMATION LEAFLET

The patient information teafiet must be written in easily understandable English,
be consistent with the professional package insert and in accordance with the
reguzatiot 10, in tevms of the leaibilin, languaze and formart (Refer to Addendum
i for Lay terms).

Eachi immediate container should have a patient information leaflet apd should
refiect the following:

531

SCHEDULING STATUS

That is the schedubing sams of the medigine a8 in the srofessional
package msert.

PROGPRIETARY NAME AND BOSAGE FORM

Shall be in accordance with the first page of MRF I. When umbrella /
prand™ pames are used. the applicants wouid be responsible to include
precautionany statements of usage of these products simultaneously so as
w inform patients of the comrect uvsape and potential safety concems.
Example. if a range of produets under the same umbrella name contains
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paracetamel; it should not be vsed n conjunction with another products in
the range alse containing paracetzmod.

&  WHAT THIS MEDICINE CONTAINS

The compasition of the medicine. that is -

i the approved name of each active ingredient and the quantiry
ihereot contained in a dosage untl or per suitable mass or volume
or unit of the medicine:

i all inactive ingredients must be histed qualitatively:

T WHAT THIS MEDICINE IS USED FOR

The reqisiersd indivations for use of the medicing us accepted by the
Counedtin the orofessional paciage ingern,

(£ BEFORE TARING THIS MEDICINE ~ the following information

should be incleded

Y coitra-indicaians
precautions
WAFMINGS £.2. Warnings concerning sedative properties of the
medicine. warnings concerning the risks involved with sudder
withdrawal of the medicine ete most be included here
mleractions
Cieneral statement to be included i this section:
“[f ¥oo are taking medicines on a regular basis, concomitant use
of the medicine may canse undesirable interactions. Please
consult vour docter, pharmacist or other health care professions)

for advice.”

“If vou are pregrant ov breast feeding your baby while taking this
medicine please consult yveur dector, pharmacist or other health
care prodessional for advice.”
(THIS STATEMPNT SHGULD BE BOXNED AND BOLDELD:

H) HOW TO TAKE THIS MELICINE

The recommended dosage must be included here. (Any special
information, which the patient may require for the proper and safe use cf
the medicine. should be provided)

[nformation on what o do tn specific circumstances, for example in the
case of a missed dese. an unexpegted rteaction or in the case of an
overdose should be ingluded. “No not share medicines prescribed for
von with others.™ must be stated. As well as, “In the event of aver-
dosage, ¢onsult your doctor or pharmaciss. If neither is available,
rush the patient o the nearest hospital or poisen contrel centre”,

{z)  SIDE-EFFECTS

ti7 This section should be in lavman’s terms for the consumer to
undersiand -
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{al Stde-effects associated with the use of the particular medicine -
hsting the more frequent side-effects first,
{bi Side-effects that can be easily recognised by the patient.

(il The following general statement should be stated:
“Not all side-effects reported for this medigine are included in this
teaflet. Should your genera! health worsen while taking this

medicing, please consulr your doztor, pharmacist or other health
care professional for advice ™

STORAGE AND DISPOSAL INFORMATION -

Should contain inforimation on hew to store the medicine properly and
how o dispose of unused medicing. such as by returning such medicines
10» the pharmacy. The following statement must be stated:

~Stere all medicines ogt of reach of children.”

PRESENTATION

The number, volume or mass per package unit must be mentioned. A
deseripuion of the packaging maierial {i.e. bottle, blister, etc.) should be
meiuded.

IDENTIFICATION OF THE MEDICINE
A comabere description of the phyvsical appearance of the medicine.
REGISTRATION NUMBER/ REFERENCE KUMBER

The number 25 allogated by the Medicines Control Coungil,
This date shall be the date of the Council Resolution. The date shall
onh change when the patient

THE NAML AND THE BUSINESS ADDRESS OF THE HOLDER
OF THE CERTIFTCATE

Tie name and business address of the holder of the certificate of
registragion. or the hoider of the parallel importer license, whichever is
anpiicalie. shall be listed under this section of the patient information
leatlet.

THE DATE OF PUBLICATION OF THE PATIENT
INFORMATION LEAFLET

The wfarmation jeaflet is amended extensively and is re-evaluated by
Couneil.

Note: Amv deviations from the reguirements as described in these guidelines will
require approval by the Counct! prior 10 implementation.
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Note:
The n::_:,pm'ls_ibi{ir}-' for eusuring that the patient information leaflet is in line with
the regulations. including assurance that the patiemt information leafler

corresponds  with the information in the professional package insert will
essentially rest with the appticant.

PART 1 C- LABEL

An example of the facsimile of the label must be included here. Requirements
e.yg. font size as stipulated in the Regzulations shoold be adhered to.

The following inclusions are sermnitesd:
“For seate use rml:: - Not for sale’ — Yor tenger irems
“Predessicnal samale” - sampies for protessionals

Note: Any deviations from the requirements as described in these zuidzlines will
requive approval by the Council in tw@erms of Section 36 of the Act, prior w0
umplementatian,

PART 1 D - FOREIGN REGISTRATION

-

A list of countries including SADC countries in wihich an application has
been lodged and the status of such applicattions shall be furnished.
Countries that are members of the PER Scheme. other EU countrigs and
the USA should specifically be identified. Approvals (with indications),
deferrals, withdrawals and rejections shouid be stated. If the medicine has
already been registerad in any of the countries mentioned above, a copy of
the registration certificate and the approved package insent (data sheet) as
well as the conditions of regstranian, should be provided.

-1
[

It should be siated whether data packages submitted in the counrries in 7.1
are essentially similar to those submined to the Medicines Control
Council. including the proposed indications.

7.3 The Medicines Contrel Ceuncil should alsa be notified of any rejections,
withdrawals or approvals of applications in the EU commission {mutual
recagnition process), Australia Canada, the Netherlands. Sweden. UK and
1:54 during the evaluation period. Where the rejections or withdrawals
relate to safety arters details in each case should be provided.

PART 4 - PRE-CLINICAL STUDIES

3.4 Guidelines are constantly evolving as & result of sciensific developments
and harmonisation of the requirements of the maior overseas regulatory
anthorities. The Medicines Contral Council endeavors to keep abreast of
such developments and keep its application requirements and evatuation
policies in line with “best imternattonal practice™.

g2 Legisiation to be read in conjunction with thesc guidelines is:
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The Act
Application form - PART 4

* Regulations

For Biplogical Medicines the applicont must include deiails (published or
vapudlishedy of the resules of ame rigls or experiments carried vut in man
or H the animal wegel species, or carried our v other animals, that
extehlish and confirm the sofery of the medicine. with particular reference
{0 the dosage and directions for uve,

For medicines other than biolosical medicines

It PART 4 the applicamt needs 1o address the Pharmacology and
Toxicalogy of the ruedicine:

8.1

8.2.1.1
i

i}

I

v

$a.

—

i

Pharmacolom:

Fharmacodyvnamics:

The primary effecis of the medicine. with results in different
animal species {EDy, values if possible] must be addressed,

Compartsen of the effects of the product with that of reference
products is valuable information.

Where relevant. the pharmacology of significant metabolites must
pe investigatad.

Qiher pharmacodyvnantic effects, especially thase that might be of
significance for adverse effects of the megivine. should be studied
and described.

Interaction sdies. where relevant, should be included.

Phatmacokingtics:

To assist ip the erpretation of wxicological studies, it is
imporiant to compars the exposure of the animals used in the
roxizin reszing with thar anticipated in patients given the
proposed therapeutic dose regimen.

PART 4 should, therefore. include comparative pharmacokinetics
data. which inzludes C,,.. (afizr a singie dose and at steady state)
and AU date for the parent deug and major/active metabolite(s),
where relevant, in human and all species used in the toxicity,
carcinogenicin and reproduction studies,

© These data should preferably b2 obtainsd from the oxiciny

soidies.

Other formation (for exampile, t, and clearance), may be of
valug where important differences have been shown between
animals and man,

Toxicelogy:

Aosummary or expett report must be submitted for cach animal
species studied, inzluding sex. number of animals, dosage, route
of adminestration. duration of study and toxic manifestations.
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il [mpertant points pertaining to preclinical toxiciry to consider and
address are!

- Dose-response relationship
Tune-response relationship
+ Species specificin
Target organ spe~iiicity
+ Reversibility 7 wreversibibity of toxie zffects.

1) Medicines that show specific toxicological effects, such as
immunotoxicity, hepatetoxieity or neuwrotoxicity, should be
investigated further, 1aking into account the points under 1)

ivy New medicines, which belong te ciasses that are known to
producs 2 particular ioxic 2ffect. should be tested appranziately,

v3 o The possible mechanisnus; cnderlving the changes observed in
toxiciy stedies need to be mvestigared and addressed.

viy Due o the jocal climatic conditions e phototoxic porenttal of a
medicing showld be considered.

wii) The points o address i the reproduction studies are: ferniliny,
ambrsy onal roxicity. teraogenicity. peri- und postnataj Hfiaets.

The detaiis of results trom tests shaill depend on the state of scizmific
knowledge at the time when the application is lodged. Any interim and
final results of ongoing studies must be svmitted 45 scon as these Jatn

hecome available,

A new route of adminietration or an increased daidy dese of koown
gxciptents may result in the nesd for additional pharmaco-texicalogical
daia,

5 - CLINICAL STUDIES

Guidelines are constantly evolving as a result of sctentific developments
and harmonisation of the requirements of the major wverseas regulatory
authorities {USA. UK. Sweden, EU, Canada, Metherlands. Australial
The Medicines Cantrol Council endeavers to keep abreast of such
developments and keep its application requirements and evaluation
policies 1wy line with ~best international practice™ as per ntroduction.
Please refer the Medicines Control Counedl Climical trials guidelines.

Legislation (o be read i conjuuction with these goidelines are:

ALt

Application form - PARST 2.

Regalation.
The clinicat data must be presented in such manner that allows for casy
cross-referencing to the index. other studies and the profassional package
msert. [Applicants wishing to submit data in electronic form should
discuss the requirements with the Registrar of the Medicines Conrraol
Council].
Daia presented in suppors of the safety and efficacy of the medicine must
be derived from clinical trials conducted in compliance  with
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internationally accepted GC'P guidelines. The studies must be properly
designed and conducted and must be of acceprable statistical power.
Where relevant, results published in peer reviewed scientific journals
should be submitied.

Clinical triats should be conducted with the formula as applied for. Where
studies have been conducied with different formulations. comparative
equivatence stodies need 1o be submnted w enable extrapolation 1o the
formula intended for the market,

Normalby individual patient data from clinical trials need not be included
in an application dossier {except in the case of bicequivaience studies
where the individeal plasma/serum  concentrations and  derived
pharmacokinetic data are to be supplied). Tabulated individual patiemt
data may be included in the application if' the applicant considers it
appropriate.

Studies designed 1o demonstrate the pharmacodvnamics of a3 medicine
should address the effect of the medicine, duration of effect. dose-
response and tolgrance. Additional action .0 the central nervous svstem,
respiration, circulation. blood chemistry. liver and hidney funcuon. ete.,
sivould be considered at the proposed therapeutic dose{s).

Pharmacokinetics studies should be conducied with the formula as applied
for. All relevant pharmacokinetics data shall be given, such as amount and
rate of absorption after vartous routes of admunistration, plasma
concentration. half-lives, drug clearancs. drug metabolism as well as the
routes and rates of excretion.

The pharmacokinetics siudies are w0 be carried out with both single dose
and muitiple dasss 10 steady state within the recommended dosapes range.

Where applicable the plasma coneentration{s) producing pharmacalogical
and/or therapeutic offcets, as well as adverse effects should be presented.

Pessible dose-dependent pharmacokinetics needs 1o be addressed.

The trig] desigr of the relevant chinical studies should be such that the
safen and efficasy of the medicme can be established i comparison to
either placebo apdior a2 registered medicine wn UK. USAL Sweden.
Netherlands, Canada. Australia and EL:. The dascription of the studies
must include patient poputation size and disgnosis. in- and exclusion
criteria. test and comparator dgrug dosage remimens and duration of
therapy. parameters assessed for efficacy anc safety. including results of
special investigations. Detailed statistical resulis must be presented. ht
should by noted thar the randomised. deubie bild. piacebo andfor active
contralled tral des:en remains the goid standard for establishing the
efficacy and safer o medizives.

The dosage of the active comparator reier w Section 4.0 Bio-
equivalence of a new multi-source medicinest musi be in line with that
approved for the specific indication.

The patient drop-cuts musi be addressed. mcluding the time of and
reasons) for withdrawal,

Ta enable evaiuation of safeny of the medicing i should be noted that the
long-tetrn safety, particularly for medicines propesed for chronic use.
neads 10 be addressed.
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913 While a product is being evalvated, applicants should notify MCC of:

\) any approvals, refections or withdrawals of applications in other
countries and

i} any serious adverse effects observed for the first time. or at a
frequency, which has become a concern,

9.t During the evaluation period, if new significant data becomes available
that 15 contrary o the use of the medicines. applicants must notify
Council. With this notification the applicant should stare it's tniention.

STANDARD PACKAGE INSERT INFROMATION FOR CERTAIN
CATEGORIESINGREDIENTS:

Unless the applicant can provide convincing evidence (o the conlrany. packase
inserts should contain the tollowing, although the wording aeed not be identical.
Standard information to be includsed in the professicnal package insert

10.1 GENERAL DROWSINESS WARNING FOR
ANTTHISTAMINES (OLD GENERATION)

This medicing may lead to drowsiness and impaired zoncentration thar may be
aggravaled 9y simuitanecus intake of aleohel or other cenmtral nervous system
Jdepressants, Patients should be warned agains: taking care of vehicles ar
machinery or performing potentially hazardous tasks where loss of concentration
mav Jead to accidents.

.2 GENERAL DROWSINESS WARNING FOR
ANTIHISTAMINES (NEW GENERATION)

This medicine lacks significant sedanve etfects,
10.3  NON-CONTENT CLAIM : "CONTAINS NO ASPIRIN"

The use of the words "contains no Aspirin™ may not appear on the package insert
or in the advertising of non-aspirin containing medicines. [n terms of regulation
9(3) the wording may still appear on the immediate label of the medicine provided
thar the type size is not bigger than the tvpe size in which the active ingredients
appaar.

1.4 DEPENDENCE PRODUCING POTENTIAL OF MEDICINES

Warnings concerning the dependence-producing potential of certain substances
may be made known 1o the professionals.

i0.5 IMPORTANT PATIENT INFORMATION TO BE
INCLUDED IN ALL PACKAGE INSERTS OF MEDICINES
INTENDED FOR MALARIA PROPHYLAXIS

The folbgwing patient warnings must be included in all package inserts of products
intended for mataria prophyiaxis:

No. 24785 253
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Because no form of prophylaxis is fully effective, the prevention of mesquito bites
sheuld form the mainstay of malaria prophylaxis. The following preventative
megsures 1o prevent mosquito bites should be taken:
i1 endemic areas should pruizrably be visited during the dry season or in
wears when rainfall is low:
i} high risk patients should avoid malaria areas aliogether.
High risk persons include:
-babies and young children less than 3 years of age:
-pregaant women; -immung-compromised individuals such as those
o long-tenn steroids. cancer patiemts and those on chemotherapy,
AlDS patients and those who have had their splecns removed:
lit) not gaing outside between dusk and dawn, when mosquitoes are most
Aactive,
W applying inseet repellan: to exposed skin and ¢lothing,
v] wearing long sleeves and wousers at night;
Y1) USing mosquito nets. screens. coils or pads

A warning that should fiu-ilke ssmptoms present the patient must inform
the doctor that he has been to 2 mafarious area.

1.6 USE OF MEDICINES DURING  PREGNANCY  AND
LACTATION

In cases wihere the safery of a medicine with regard to its use in pregnancy and
lactation has not been established, the following warning must be included i the
package mserts Tor those medicines

"The safery of this preparation in pregnant women has not been established ™

10,7 PACKAGE INSERTS / SLOGANS
Advertising (slogansy in package inserts is not permissible.

10.8 PACKAGE INSERT REQUIREMENTS : WATER FOR
INJECTION

Genera! exemption from package insert requirements in respect of sales packs of
water for injection will be considered provided thar the foliowing warming appears
on at least the outer labe! in prominent tvpe:

“Waler for iriection must nod be administered alone”

10,9 PRODUCTS CONTAINING ACE-INHIBITORS

The following boxed warnings ntust be mcluded:

"Should a woman become pregnant while receiving an ACE-inhibitor. the
treatient must be stopped prompty and switched to a different medicine.”

"Should 2 woman contemplate pregnancy. the doctor should consider alternative
medication.™
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The following wamnings must be included:
"ACE-inbibitots pass through the placenta and can be presumed o cayse
disturbance in foetal blood pressure regulatary mechanisms. Oligohydramnios as
well as hypotension, oliguria and anuna in newborns have been reported after
administration of ACE-inhibitors in the secopd and third trimester. Cases of
defective skull ossification have been observed. Prematurity and low birth mass
can ocour”
10.10 ANTIBIOTICS INDICATED FOR THE TREATMENT OF

BETA-HAEMOLYTIC STREPTOCOCCAL INFECTIONS

The following statement must be inciuded under the heading DOSAGE AND
DIRECTIONS FOR USE:

"ln the treatment of beta-haemolytic streptocoecal infections, a therapeutic dose
miust be administersd figr ar teast 10 days™,

10.11 REYE'S SYNDROME WARNING FOR MEDICINES
CONTAINING ASPIRIN

The following warning be included in all package inserts for aspirin containing
produees;

"WARNING: ASFIRIN HAS BEEN IMPLICATED [N REYE'S SYNDROME, A
RARE BUT SERIOUS ILLNESS. [N CHILDREN AND TEENAGERS WITH
CHICKENPOX AND INFLLENZA. A DOCTOR SHOULD BE CONSULTED
BEFORE ASPIRIN IS LISED IN SUCH PATIENTS.”

10.12 BENZALKONITMCHLORIDE-PRESERVED
OPHTHALMOLOGICAL PREPARATIONS:

The concentration of benzalkonium chioride showeld not exceed 0.01% and sheuld
not be used in preparations intended fey sott contact lens solutions.

The following warnings should be inciuded in the package insert:

“As the possibiline of adverse eifects on the comeal permeability and the danger
of disruption op the corneal epithelium with prolonged or repeated usape of
benzalkoniun chloride preserved ophthalmological preparations cannot be
excluded, regular ophthalmological examination is required.

Caution should be exercised in the use of benzalkoninm chloride preserved ropical
medication over an extended period in patients with extensive ocular surface
disease.”

10.13 PACKAGE INSERTS FOR BENZODIAZEPINE

Unless the applicant can provide convincing evidence to the contrary package
inseris for benzodiazeping should contain the following, although the wording
need not be idenucal:

Under "Side-effects and special precautions”
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The side-effects most commonly encountered are drowsiness and over
sedation. Drowsiness is morc common in elderly and debilitated patients
and in patients receiving high doses. Less commaon are depression of
moed and affect. disorizmation or confusion. lethargy and ataxia.

Paradexical reactions such as acute hyper excitable states with rage may
oceur. [fthese ozcur, the medicine should be discontinued.

There is a potential for abuse. Withdrawal svmptoms (including
convilsions) have occerred following abrupt cessation especialty in
patients recefving large doses {or prefonged periods.

Injections:

Respiratory deprassion dile to a depressant effect on the respiratory centre
and cardiovascular collapse may occur fallowing intravenous and
intramusecular administration.

Special Precaunions:

Partizular caution should be exercised with the elderty and debilitated -
who are at particular risk of over sedation respiratory depression and
ataxia. (The injtial oral dosage should be reduced in these patients):

- patients with pulmonary disease and limited puimonary reserve,

- patients suffering from impatrment or renal or hepatic function;

- pattents sufiering from ansizly accompanied by an underlying
depressive disorder.

- PALIENTS recelving Darditurales or othe. Sentrai nervous system
depressants. There is an zdditive risk of central nervous system
depression when these medicines are taken together,

- petients should be cautioned regarding the additive effect of alcohol;

the medicine should be used judiciously during pregnancy and
preferably avoided. Given during lahour it crosses the placenta and
may cause the floppy-infant svndrome characterised by central
respiratons depression. hypotherniia and poar sucking. 1t should not
be administered 1o lastaung mothers.

Patiants should be advised. partizularly at the mitiation of therapy. not
to drive a motor vehicle, climb dangeroug heizhts or operate
dangerous machinery, I these sitwations, umpatred decision making
could lead 1o acctdents,

Crverdosape:
“anifesiations of overdosage include somnoience, confusion. coma,
respitatory and cardiovascuiar depression and hypotension,

BENZODIAZEPINE OR BENZODIAZEPINE-LIKE
COMPOUNDS

Product name to be inscried in [ ]

Indications

247858
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] is only tndicated when the disorder is severe. disabling or subjecting the
individual 1@ extreme siress.

[Dasaue and directions for use:
Freatment should be started with the lowest recommended dose. The maximum
dose should nar be exceeded.

For products with anxiety approved as indication:

Tremiment should be as short as possible.  The patient should be reassesszd
regzidarly and the need for continued treatment should be evaluated. especially in
case (he patient is svmptom-free. The overall duration of treatment generally
should not be more than 8-12 weeks. inciuding a tapering off process. In certain
cases eatens o bevend the miaxinum treaiment period may be necessary: if so. it
should ro: taks slace without re-evaluation of the patent's status.

Far products witl insonmia approved ax an indication:

Treatment should be as short as possible.  Generally the durarion of treatment
varies fromm o few davs 10 two weeks. with a maximum, of four weeks including
the rapering-off process. In cematn cases extension bevond the maximum
ireatmen: pericd may be necessarv: it so. it should not take place without re-
evalualiof of the pafient’s status,

Side-etizcls and spaeial precautions:

] is not recommended for the primary treatment of psvehotic illness. [ 1
showid oot be Used aione to treat depressmn or anxisty with depression 25 suicide
M be provipitated in sucn patients. [ shoutd be used wath extreme cauiion in
parients with a bistare of aleohol or drug abuse.

Camendunue

Thzre 1z a potential for abuse and the development of physical and psvchologizal
dependence. espeeiatly with prolonged wse and high doses.  The nisk of
depeindenye Is also greater in pabents with 2 history of aleohol or drug abuse,
Uz prosizal dependznes has develaped, abrupt termination of treatment will be
decrnpaniea byowithdrews) svmpioms. Thess may constst of headaches, muscle
DaiT eAlIeme anxaens . lension. restiessness, confusion and ireitabilite,

i szwes ne followine  svmploms  mav  ococur: de-rcalisation.
depel=onais=aiion.  livperacusis,  pembnes:  amd  tingiing  of  extremities.
Eyvoersensinivits v light noise and phvsizal contagt. hallucinations or epileptic
UL

[ . ;
Aotrnisivnt epdrores wnerzhy e svpiatoms thas fed o reatment with [ ] recar
nioanoeahapeed ftem mzy ocowr or withdrawal of treatment. It may be
accompanied by miber reactions tnciudmg mood changes, anxiety and restlessness.
S the risk of withdrawal phenomenairebound phenomena is greater afier
abropi discontinuation of treatment. it is recommended that the dossge is
drerepsed gradualy,

Gursron o freatmen:

The durenon of wearmzn: should be as short 25 possible {see Dosage), but shou!d
net eaceed 4 wesks for insomnia and eight to twelve weeks in vase of anxiety,
C*uincluding the apering-off process. Extension bevond these penods should

24786—9
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not take piace without re-evaluation of the situation. It may be useful 1o inform
the patient when treatmem is siarted that it will be of limited duration. and to
expiain precisely how the dosage will be progressively decreased. Moreover, it is
unpurtant that the patient be aware of the possibility of rebound phenomena,
thereby minimising anxiety over such svmptoms should they oceur while the
product ’s being discontinued.

{**1 Note chat the duration must be adapted aceording o approved indicarions for
each individual product,

10,15 BETA-? AGONISTS

INCICATION
“Trzamment of reversible airway cbstruetion in asthma, chronic bronchitis
and empiivsema and prevention of bronchospasm in exercised-induced
asthma™

Under "$[DE EFFECTS AND SPECIAL PRECAUTIONS”
Hypokaiaemia may oceur.
Overdosaze may cause cardiac effects.
High dosages may increase the risk of seripus side-effects, inciuding
cardiac dvsrhythmias. This risk is further aggravated if administered
cancomitantly with other medicines that cause hypokalaemia and cardiac
desrhivthmias or in the presence of hypoxia and acidasis.
The maximmm dose should not be exceeded,

Under "DOSAGE AND DIRECTIONS FOR USE™
Do not exceed the reeommended dose.

10.16 STANDARDIZED PACKAGE INSERTS FOR BETA-
BLOCKING AGENTS

Unless the applicant can provide convincing evidence to the contrary, package
inserts for bera-blocking agents should coneain the following, although the
wording need not be identical:

Under "Side-effects and special precautions”

a) Bronchoconstriction may occur in patients suffering from asthma,
bronchitis and other chronic pulmonary diseases

b} Congestive cardiac failure and marked bradvcardia may occur

¢y A variety of neuropsychiatric disorders may occur, ranging from
vague fatigue and nightmares to overt psychosis

d1  the following may uceur: exacerbation of peripheral vascular disease,
or the development of Ravnaud's phenomenen {due to unopposed
arteriglar  alpha-swmpathetic  activation). sexual impoience,
hvpoglvcaemia, skeletal imuscle weakness and  gastrio-intestinal
disturbances, Severe peripheral vascular disease and even peripheral

sangrene may be precipitated.
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¢b  Adverse reactions are jore common in paitents with renal
decompensation, and in patients who receive the druz travencusiy,
v Lt is dangerous o edminister this medicine concomitantdy with e
fellon ing medices: Byvpoglveaeric peens. plivnofivazines and
varicus antarenythme gents,
NED - Busk drog-deux interactions  ocan hine dife-tresicning
COltEeqUETICes

SPECIAL NOTE: - digmalisation of panenty rezsiving Dagz-ienr bata-
Biocher themamy may e necessars i gongestive cardiae fadurs ke w
develop. This combmation ca2n be considered despite the patentiation of
negative chronatropic effect of the two medicines. Carelul control of
dospges and ol the individual paliznt's ressonse (and notzhis puise rare: s
gssenial o this situation.

vl Abrug dizzonnnuation of sherapy mas cause exazerhatian o angine
setoris n patients sufiering from ischasmic oot Giseuse.
Disconunuation of therapy should be mradual. and pacents should be
advised o limit the extent of their phasical activiny during the periog

* that the medicine ts heing discontinoed.

b Adminustration to pregnant mothers shorth betore oiving birk, o
during lehoue may result i the newhorn tnfaats hoine hon: by poteing.
collzpsed and hypoglveasmic.

iy Patients with phaecchrogasytoma usually require trepamzit with an

aiphia-adrenzgreic blocher.

Lnder "Contra-Indications"™

a) Particular caution should be exercised witi: pativats suf
followwivg:  asthma. bronclins. chranic respisas:
turd-dzgree neart boch and bradyaardia (less than 50 beats per minaie),
peripieral vascular disessss and Raviaud ¢ phenomaenmn,

by Tie normai dose should be redused i elderh pausznm, or o patients
suttering fromw renal 2y sfunctron,

a0 Fron 4
LT Llte

oseonnd dno

P
LTIy

to which the patient is azzuseomed. as there may he dange~ o7 aoeravatnm
of ancine pesorts of hvperonsion o
esponse 1 npovalaemia or bload foss may be o
surgen.. Paricuiar zaction shouid ba taien s (his 5

ot in the peninperative pericd i peneralh unwdis oreds s the G

e
ST g

mpiams o overdnego T
. PR T T E -
p e M B e s L THAH H

sar7 failure may e produces i

Linger "lopowr =

PNy TS T I

Brongnoenas: and

Cages of mild cverdose should be observed far 2l leasi 2 ioues. 2o aphices
and cardiovaszular collapse mas appear siddoniy .

Gastriz lavage should be performed within 4 hiours of suimensd myerdoae,
Repeated activated charcoal is necessarc in severs overgise,

Atropine may b used (o traal savers bradvessdia 17w is
wadeguaie,  ciuctzon ma be give  Inimvenaas o S lisrpanivels.
dobutaming or isoprepabing mas be reouired woreverse hetn hinzkade,
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Iniravencus cardiac pacing may be required for severe bradycardia.
Bronchospasm should be treated with 1V aminophyiline or inhaled or IV
beta-agonist ¢, satbutamol.

10.17 WARNINGS FOR INCLUSION IN BETA-BLOCKER AND
CLONIDINE PACKAGE INSERTS

The tollewing warnings muse be nciuded in ail bera-blocker and clonidine
pachauge inserts.

"Cautipn sbeuld be exercised when transferring a patient from clonidine. The
withdrawal of clonidine mav result in the release of large amounts of
catecholamines that mav give rise to a hvpertensive crisis, [f beta-blockers are
admtinistered in these circumstances. the gnopposed alpha recantor stimularan
may potentiale this afiect™:

"It a beta-dlocher and cionidine are given concurrently, the cloniding should not
be discontinued ontil several days afier the withdrawal of the beta-blocker as
severs rebound yperiension may oceor”

10.18 BETA-LACTAM ANTIBIOTICS

Tie foilowing statement musi be neluded in the package insens of al] beta-lactam
and flusroguinclene  antibiotics  coutaining  an  indication or claim  for
Pseudomunas aeruginosa under the heading

INDICATIONS:
“In the treatment of infections caused by Pseudomonas aeruginosa. an
aminoglycoside must be administered concomitantly".

10,19 BISMUTH CONTAINING MEDICINES

The package mserts for bismuth conmaining preparations maust include a warning
regarding the possibility of neurotoxicity with prolonged or excessive use,

10.20 PACKAGE INSERTS FOR CLOFIBRATE CONTAINING

Package inserts for all clofibrate-containing medicines must reflect:

Linder "Indications”

Before startng treatment with ciofibrate. attempts should be made to
control serum lipids with appropriate dietary regimens. weight loss in
nbese paties, contrel over diabetes medlitus, ete.

IF after consitering the possible benefits in relation to the risks, it is
decided to use clofibrate it is indicated in types H{B), U IV and ¥V
hyperlipoproteinaemias (Frederickson and Levy Classification)
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FREDERICKSON  LIPOPROTEIN MAIJOR LIPID
TYFE ELEVATION ELEVATION
[iver rare} chylomicra Tngiveerides
[T a} {LDL) Cholesterol
Tk pre- - Cholesteral +
(VLDEL = RDL) Trigiycerides
[ rare) abnormal (LDL) Cholesterol +
Trigiycerides
v pre {(VLDIL) Triglycerides
V' [rarch chylomicra + Triglvcerides +
pre (YLDL) chotesterol

It bas not been established whether the drug-induced lowering of serum
cholesterol or lipid levels has detrimenial. beneficial or no effects on
morbidity ot mortality due 10 atherosclerosis or coronary heart disease.

Clofibrate therapy should be discontinued if a significant lowermg in
serum lipids is not obtained.

Uinder "Side-effects and special precautions”
Due to its action on cholesteral metabolism, clofbrate may increase the
lithagenicity of bite and there is an increased frequency of pailstones.

A possible association berween treatment with clofibrate and gastro-
intestinal malignancies exists.

10.21 CONTRAST MEPDMA - WATER SOLUBLE - BOXED
WARNING

Faral reactions have been associated with the admiinistration of water-soiubie
conerast media. 1 s therefore of wimost importance that a course of action be
carefully planned in advance for the tmmediate treatment of serious reactions, and
thai adequate and appropriate facilitics and personnel be readily available in case
nf a severe reaction. Patients should be observed for a possible severe reaction
durimg and for at fgast 30 - 60 minutes afier administratton of [proprietan name].
Patients with known or suspeeted hypersensitivity o iodated contrast media must
be closeh observed.

10.22 EXEMPTION FROM PACKAGE INSERT REQUIREMENTS
INRESPECT OF CONTACT LENS SOLUTIONS.

THIS EXEMPTION SPECIFICALLY DOES NOT APPLY TO ARTIFICIAL
TEAR SOLUTION.
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Contact leng selutions are exempted from package insert requirements i TESpECT
ol contact lens solutions provided that: -

ir the relevant iminediate container labeis and cartons (if any) contain
the necessary information that would normatly be required on the package
Insert:

tit such labels are fullv bilingual;

ik e advertising matter of reference to other products be included on
such labels and

ivl the draft labets be submited to this office for prior approval,

10.23 WARNING FOR INCLUSION IN POTENT TOPICAL
CORTICOSTEROID PACKAGE INSERTS

The fellowing warning must be mncluded in all potent topical corticosteroid
packaac inserts:

"Potem topical coniensteraid preparations (name) should not be applied to any
skin crease aregs”

10.24 PRODUCTS  TOR  TOPICAL USE  CONTAINING
CORTICOSTERGIDS

Packese insert for all topical corticosteroid must reflect the following:

Under "CONTRA-INDICATIONS":

“Corticosteroids have been shown to be teratogenic in ammals following
dermis] application. As these agents are absorbed percutaneously,
eratogenicits fnllowing topical application cannot be excluded. Therefore
{name of products should not be used during pregnancy.”

.25 CO-TRIMOXAZOLE

Ail package inserts of products containing co-trimoXazole or long-acting
selphonamides must inelude a warning with regard 1o the occurrence of ervthema
muititerme, texie dermal necrolysis and allergic vasculitis.

10.26 DICYCLOMINE IN INFANTS

The mdizatinn “infenule colic” and dosage schedule for children under six months
of age be wy included and a waming against its use in "infantile colic™ be
ingcluded.

Apnlicants submir evidence of. as well as a motivation for the dosage, dosage

intervals. effizacy and safety of the administration to children older than six

s and:

10.27 PACKAGE INSERTS FOR DISOPYRAMIDE
PREPARATIONS

Linder "Side-effects and Special Precautions”
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The administrations of disopyramide may precipitare cardiac failure when
administered to patients with congestive faifure wha have been stabilised.

Under "Contra-indications"
The administration of disopyramide is contra-indicated in patients with
congestive cardiae faflure, irrespective of whether the parient is digitalised
or 1ot

10.28 FLUOROQUINOLONE ANTIBIOTICS

Refer 1o Beta-iactam antibiotics

16.29 BOXED  WARNING FOR  GLIBENCLAMIDE &
GLICLAZIDE

A reduction in dosage may be necessary 1n patients with renal dvsfunction,
10.30 IODINE AND IODIDE CONTAINING MEDICINES

Svmthetic thyroid hormene preparations are exempted from the following
requirenments,
On the LABELS as well as tive package mserts of all medicines containing more
than 0,60 mg wdinefionic iodide per daily dose. the following warning must
appear:
"NOT TO BE USED DURING PREGNANCY OR BY LACTATING
MOTHERS™

On the package inserts of ALL iodine containing preparations, there must be a
Warting:
" NOT TO BE USED BY PERSONS WHO ARE ALLERGIC TO
IODINE"

1031 PACKAGE INSERTS FOR METGCLOPRAMIDE
PREPARATIONS

Kindly note that this warning must appear on ALL package inserts

"WARNING

The use of metoclopramide throughout the duration of pregnancy is
considered unsafe as teratogenicity has been demonstrated in animal
studies.”

10.32 WARNING TO BE INCLUDED IN THE PACKAGE
INSERTS OF ALL PRODUCTS CONTAINING
METRONIDAZOLE

The following warning must be included in the package inserts of all products
containing metronidazole:

"Pseudamembranous coiitis has been reported following the use of
metronidazole”,
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10.33 NON STEROIDAL ANTEINFLAMMATORY AGENTS

The following warning regarding the ose of non-steroidal anti-inflammatory
agents in pregnancy must be included in all package insert of nen-steroidal anti-
inflammatory agents:

“Regular use of NSAIDs during the third trimester of pregnancy may result in
prammature closure of the foetal doctus arteriosus in utero and possibly in persistent
pulmanars hvpertension of the newborn. The onset of labour may be delayed and
its duration increased.”

[n addition to the above. the following special precaution should he included: “In
view of the product’s inherent potential to cause fluid retention, teart failure may
be precipitated in some compromised patients.”

10.34 PACKAGE INSERT WARNING FOR OESTROGEN-
CONTAINING PRODUCTS

With the exclusion of oestrogen-containing oral contraceptives, all other
oestrogen-containing medicings shall have package inserts bearing the following
WaInings:

"ot for ose during pregaancy. Vaginal adenosis and vaginal and cervical
adenocarcinoma las been noted in post pubertal girls whose mothers were treated
tor threatened abortion with large doses of stilboestrol or related cestrogenic
substances during their pregnancies.”

"An increased incidence of endometnial uterine carcinoma, related 1o the
continuous use of ogstrogens in the post menapausal period, has been reported.”

Products intended solely for post-menopausal use may have in their package
inserts, instead of the aforementioned warning, the warning:

"WOT FOR USE DURING PREGNANCY™

All combination oral contraceptive products containing cestrogen shall have
package inserts reflecting:

LUnder "SIDE EFFECTS AND SPECIAL PRECAUTIONS":

Oral contraceptive fallure may ocour with concomitant antibiotic therapy.
For maximal protection, additional non-hormonal coatraception is
recommended for the duration of antibiotic therapy and far seven davs
afterwards. Those on long-term antibiotic therapy need only take extra
precautions for the first two weeks of antibiotic therapy.

Spoumg and breakihrough bieeding are possible signs of' diminished
contraceptive effectiveness.
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14.35 PHENVLBUTAZONE & OXYPHENBUTAZONE

The indications and period of use for phenylbutazone and oxyphenbuotazone
preparations must be resiricied to "acute exacerbations of ankylosing spoadylitis”
and & maximum period of use of 7 daws:

Watnings 110 be in prominent type and boxed} - the fallowing most be included:

"Because of potentiaily serious and eccasionally fatal adverse effects. use
shouid be restricted e 2 maximum of 7 days and the maximum
recomimended dosage should not be exceeded”,

"Caution agamnst repeated short-term use ts advised, due o the possible
danger ol sensitisation”:

"Haemaiological disarders are potentially fatal”,

For parenteral dosage forms the dosage be limited to 2 maximum 600 mg
per dav;

Combination products containing phenvibutazone and oxyphenbutazone
15 not allowed

10.36 POTASSIUM SUPPLEMENTATION

The follmwing statement must be included in package inserts of medicines
containing potassium for the purpose of potassium suppiemeniation {under the
headine pharmacological Action):

"Thiz madicine conaing potassivm ... (salt 10 be named). 1t nas not been
proven that this dosage will necessariiy prevent a significant potassium
lerss o correct an existing deficiency of potassivm".

16,37 LONG-ACTING SULPHONAMIDES
kefer o co-timnonazals
Hi.38 TAMOXIFEN

The fallawing safety information must be included in the package inserts of all
tamoxifen comtaining products:

WARNINGS:

"Endometrial changes

An increased incidence of endometriat changes, inchuding hyperplasia.
polvns and cancer has besa reported in association with tamoxifen
tr=atment.  Any  patients receiving or having previousiy received
tamcxiten. who report vaginal bleeding should be promptly investigated”.
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SIDE-EFFECTS AND SPECIAL PRECAUTIONS:

"Tamaxiten was shown to be genotoxic in some in-vivo genotoxicity tests
in rodents. Gionadal tumours in mice, and liver tumours in rats receiving
tamexifen were reported i long-term studies. The clinical relevance of
these lindings has not heen established,

1139 TARTRAZINE (FD & C YELLOW NO 5) — WARNING IN
THE PACKAGE INSERT

It is required that the following warning be included under the heading of
"WARNING" in the package msert nf medicines which contain "Tartrazine” -

"This procuct coniaing FD & C Yellow No 3 (Tartrazing) wiich may
cause dllergic-type reactions (incivding bronchal asthma) in cerain
susceptible individuals. Although the overall inedencz of tartrazine
sensivity 0 the general population is currently thought 1o be low it is
trequently seen in pattents who also lave aspirin sensitivity.”

10.40 TOPICAL TRETINOINS - STATEMENT ON PREGNANCY
AND LACTATION.

Chal cresinoin has been shown o be teratogenic in a wide variety of animals.

Limited animal data uree caution in the use of preparations containing tretingin
during the Srst trimester of pregnancy.

In the case of eventual pregnancy the patient should inform her dector.

Therefore. it may be concluded that cutancous administtation of retinoin to
pregnant wonlen shoutd not pose 4 sigmificant hazard, although, as with alf
medicines. its use should be avonded during pregnancy unless the benefits
outweigh any potential risk 1o the toetus.

It is not kuown whether tretinoin is excreted in animal or human milk. Because
many medicines are excreted in human mifk, caution should be exercised when
applying topical tretinoin to nursing women. (0 this event the product shoutd not
be used on the chest.

10.41 TRICYCLIC ANTIDEPRESSANTS:

ACCEPTABLE CLAIMS

Serious depressive conditions such as major depressive illness, reactive
depression and secondarv depression. The following reflects what is
defined under the various disorders:
Major depressive iliness:
endogenous depression, unipolar depression, bipolar depression
[manic-depressive puychosis), masked depression:
Reactive depression:
neurotic depression:
“econdary depression:
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depression associated with alcoholism. schizophrenia, and
Parkinsonism, depression associated with personality disorder.
depression caused by medicines and senifiny with depression.

The ciaims for enuresis and other states which mav benefit from the
administration  of tricyclic antidepressants such as phobic anxiery
disturbances. obsessive comsuisive disturbances and chronic pain. may be
considered but wili require the stbmission of substantiating data.

[8.42 STANDARDIZED PACKAGE INSERTS FOR TRICYCLIC
ANTIDEPRESSANTS

Unless the applicam can provide convincing evidence to the coutrary. package
inserts for tricyelic antidepressants should contain the following. although the
warding need not be identical:

Under "Side-effects and specizl precautions”
Peripheral anticholinergic side sffects: notably drnv mowt. constipation,
urinary retention and pupillary dilatation with blurred vision and changes
in visuzl accommaodation. When anticholinergic =ffects are severe, the
medicing should be discontinied or reduced.

Drowsiness ot excessive sedation in certain patients. On the other Hand
disorientation and agitation, in<omnia and r:stlessness can also ocour with
normal doses. The risks of ventral nervous system depression are greater
when administered together with other central pervous  svsiem
depressants. e.g. alcohal, barbiturates,

NOTE: Elderlv patients are more prone to all these effects. and therapy should be
initiated at lower than standard doses in the elderly

Speciat Precautions:

2y At tie time of initiation of therapy, patients should be ads ised not 10
drive a motor vehicle. ciimb dangerous heiehts or operare danperous
machinery, for at least several days. In these situations impaired
degision making coutd lead to accidents.

b) Cauwtion should be obscrved with patients suffering from a depressive
phase of manic depressive psychosis, as occasionally hvpomania or
mania can be precipitated in such patiems. Withdraw the druy i the
depression turns into o manic phase.

¢} Ir elderly maie patients suffering from prostatism uringsy r2(ention
may be precipitated.

d) In patients suffering from cardiac discase, special cawiion should be
observed because of the occasional probicms of tachvcardia
dysrhythmias orthostatic hypotension and other umwanted effocts on
blood pressure.  aggravation of conduction disturbances  and
electrocardiographic  abnormalities.  Reguiar cardiological and
electrocardiagraphic examination is advised,
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¢) Epilepsy may be aggravind.

fy The medicine should not uswally be given to patients receiving other
central nervous system depressants, e.g. barbiturates, and o patients
receiving menoamine oxidase inhibitors only after a suitable interval
tthe drugs may be given together if the dosages are carefully
contralled, preferably in hospital). The pressor etfects of the direct-
acting sympathownimetic agents. adrenaline and noradrenaline. are
enhanced, and the use of local anaesthgtics containing  these
wasoconstrictors should be avoided as hypertensive reactions may
aceur. The simultaneous administration of anticholinergic agents may
be dangerous. The hypotensive effect of certain antihvpertensive
agents may be reduced,

21 Narrow-zaele glalcoma may be aggravated.
iy Wirthdew the drog if aflergic skin reactions appear.

Under "Conter-lndications”:

The acuie phase of myocardial infarction. Administration s not advised
during the first trimester of prezoancy. unless there are compelling
regsons for its use.

Under "Overdosage™:

Overdosage and poisohing may be characterised Yy central nervous
system  depression or excitation, severe anticholinergic effects and
cardiotoxicity.  The following symptoms and signs are characteristic of
acute overdosage: drowsiness. restlessness, ataxia, stupor, coma, pyrexia
palpitations. tachycardia, cardiac arrhythmias, hypotension and n severe
cases. respivatory depression.  Epileptiform seizures may oceur. Mixed
poisoning with other central nervous system  depressants is  not
VT NTITLOn,

special warning:

Tlus medicine should at all times be kept out of the reach of children. as
¢ven small doses may be fatal ro them.

STATEMENT ON EQSINOPHILIA MYALGIA SYNDROME
TO BE INCLUDED IN PACKAGE INSERTS OF L-
TRYPTOPHAN CONTAINING PRODUCTS

The fallowing statement must be included under the heading "WARNINGS" in
the pachage inserts of the preducts contaiming L-Tryptophan.

"I the USA the Eosinophilia Myalota Svndrome has been associdted with the
intake of L-Trvprophan.”

lir44 CODEINE WARNING

The following warning must appear on the immediate container labed. the outer
labei (if applicable) and the package insert of all CODEINE-containing products,
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“Exueeding the prescribed duse, together with prolonged and continuous use of
this medication may iead to dependency and addiction,
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MEDICINES CONTROL COUNCIL

SERIATVIENT GF HEAL TR

PHARMACETTICAL AND ANALYTICAL |
REQUIREMENTS |

i This document has peen prepared (o serve 35 a recommendatiqn to applicants wishing td
: submit applications for registration of medicines. It represent the Medicines Control |
i Council’s eurrent thinking nn pharmaceurical and analvtical aspects of medicines. [t is no
lintended as an exclusive approach. The Council reserves the right to request for additiona
Cinformation to estublish the saferv. quaiity and efficacy of any medicing for which an
fapplication is submitted for reqistration,  Altermative approaches may be used but thes
Cmust be scientificaily and technically justificd. The MCC is committed to ensure that al
medicines guining marker appiroval will be of the required quality, safety and efficacy and)
_in dwing 50, reserves the right fo muake amendments in keeping with the knowledge which i
current at the tinte of consideration of data accompanying applications for registration o

medicines. !
i These guidelines shouid be read in conjunction with Regulations 2, 8, 9, 22, 24, 42, 43, 44|
s and 48. _ !
A EmR

REGISTRAR OF MEDICIMWES
MS ML MATRGSD
DATE: 2% w2002

Wersion MUCI0RE
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PHARMACEUTICAL &ANALYTICAL REQUIREMENTS
1. INTRODUCTION

Tie technical requirements for pharmaceutical and analytical information are
divided into ten parts in the application form. The parts are as follows:

Part 2.4 - Actwve Pharmaceutical Ingredient.

Part 2B — Formulation.

radients.

=

Parz 2C - Specitications and control procedures for active and inactive ing
Part 20 - Containers and Packaging marerials,

Part 2k - Manuracturing procedure.

Par ZF - Finished Product Pharmaceutical medicines.

Dart 2C - Stability studies.

Part 2H — Pharmaceutical Development.

Part ZI — Expertise and premises used for manutacture of biological medicines.
Part 3 - Bioequivalence studies as proof of efficacy.

The above Parts must be read together with the rollowing documents:
ADDENDA TO THE GUIDELINES

ADDENDUM 1; Alcohol Content .
ADDENDUM 2: Validation Protocols and Validation Reports

ADDENDUM 3: Post-importation Identification and Testing of medicines
ADDENDUM 4 Stability Studies

ADDENDUM 3: Bicequivalence Studies as Proof of Efficacy
ADDENDUM 6: Dissolution Studies
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2. PHARMACEUTICAL AND ANALYTICAL REQUIREMENTS

T
m—

FART 1A - ACTIVE PHARMACEUTICAL INGREDIENT

21 The lriemationa Nenpreprictary Name (INNY, or approved name, or chemical
deseripten of the active pharmaceutical ingredient(s) must be stated including the
structural formuda, the empincal formula and the molecular mass.

.2 The solubility of each active pharmaceutical ingredient must be stated in terms of a unit
part of the substance per tumber of parts of the solvent. or in unit mass of substancs in a
piven volime of solvent at & specific :emperature, The solvents must include water and
the selventis ) reievant o the tormuiation.

2 The srorage requirgments for the active pharmaceutical ingrediemt and the retesting
seried mosi e staled

S The nare ang abrsies) wdcress of sach manufacturer of the APT betng applied for must

e stared. N APL Tom asy source oiber than the approved source(s) may de used,

215 The Active Pharmaceutical Ingrediest File {APIFY or open part of the DMF must be

submitted 2nd shouid includa the foloewing nformation;
The name and phvsical widress of the manufacturer (including any intermediate
marufacturer)
The 1IN orappersed dame of the relevant AP
The cherruca: name and erzimical siructare of the AP
A deseripton of tne sathasy of svnthesis using a flow char which includes the
starting maierials, reagents, selvents. conditions, processes, duration of treatments,
intermediates formed ond any Jther relevant aspects. MNote thar specifications and
contral proceduees tor substances used in this process are not generally required.
i The specific processes under any intermediate manufacturer musi be identified)
Ev:dence of oecurrence of wsomers and polymorphism, where applicable
Structure elucidation for NCEs
& vescriplion o irpurities ang & clear distinciion berween actual and possibie
Impuriiies
A description of possible desradation products
The physical and chemival properties of the APL

« The detailed methods used for (deorificarion and assay, including chromatograms
whErEVET relevant

© Cod results relating to at jeast nwo full-scale batches manufactured not maore than 2
vears zrior to date ot submissicn
Results o7 stabtine siudics performed on the AP obtained by the sbove methed of
swnthesis. The conditions under wiich degradation products are tormed. A validated

stabiiin -incicating assay methed nust be wsed in these studies, and must be
deseribed i 0l Supporting chromatograms wherever relevant must be included,
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Alternatively, if available. an EU certificate of suitability (CEP) can be subminted,
Ensure that the CEP is accompanied by report A and eny appendices mentioned in
the CEP. tf a CEP is submitted, detailed methods for the identification and assay of
the APY {5 not required in the APIF, and only an outline of the method of synthesis
will suffice. Impurities and residual solvents listed in the CEP must be included in the
API specifications (Part 2C).

Certificates of analyses (Cods)

Valid Coas* of  rwo baiches of the APl purchased and received by the
manufacturer of the final product must be submitted. Any iest not included in the
valid Coa as specified in Part 2C must be performed by or on behalf of the
manufacierer of the final product. A valid Coa muost be on the letterhead of the
manufacturer of the APL

Z.1.% When more than one manufacturer is being applied for or when different methods of

syithesis are used in the manufacture of API, the following must be submited:

1) An Active Pharmaceutical Ingredient File (AFIF) for each manufacturer
Note that if an identical method of synthesis is used by each
manufacturer, or by each site of tha same parent company, a statement 1o
this effect will suffice.

h] Communication pointing out the differances in the methods used, where
applicable. and the differences with regard to the impurity profiles and
residual solvents. The specifications for the AP must make provision for
these impurities and residual sofvents

! Valid CoAs® issued by each manufacturer or site and the analvtical
reports issued by or on behalf of the manufacturer of the final product.
For new sources the valid CoA™ is required.

Tl Comparative critical tests e.g. idemtification, assay, solubility andior
dissolution, particle size distribution, polymorphism, optical rotation,
residual soivents and impurity profiles, performed on samples from each
saurce to demonstrate physical and chemical equivalence, must be
performed by the same laboratory (either the laboratory of the
manufaciurer or an independent laboratory). The same anatytical
matheds and equipment must be used for these tesis. These resuiis must
be preseated in tabulated format.

#vald as defined in the ¢GMP

205 Srapliny datz on new chemica! entity APIs must be gengrared according to the

[}
[

siadility muidetings,

A For hislogical medicines. specifications af raw materials used in the primary

production int are reguired.

i in e case of o biological medicine of microbial origin, history and
preparation of thy seed lor must be described with specific reference io
e resis thar gre carvied our on such a seed lot to establish and mainiain
the fntegrine thereof,

hy Farticulars af the composition of oll cultwre media used in the
prepurarion and resting of a blological medicine must be given.
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PHARMACEUTICAL & ANALYTICAL REQUIRENMENTS
o Particiudars must be given of the other biological source maierial from
whiclt a bivlogical medicing te.g. blnod fractions) iy extructed. including
the grighn of culture or Slocd.
oy Specifications must he at the level of the loresr aditions of recognised
niarmacopagiad reference broks and anv devintions must be disclosed
and fully substantiated.

2 Referenice onlv io the recognized pharmacapoeial referznce books shall
be uceeptubie where (e specifications correspond to the reference.

2D For hislogical medicines fldl details of tests carried our on the raw matericls

muse be srovided. | Refer o WO yuideiines or Biologiculs,.

PART 1B - FORMULATTON

El
El

o
Ll

3]
4

i
La

Ld

The farmuls must show e NN or aperoved names andfor chemicdi nameas of all A 2ls
znd approved names of excipiens firective ingredients) including those that do naot
vemann 0 the finad product after manufacturing.

The name and the amount of the APl must correspond to the rame and quantity stated
under Composition in the package insen.

A araduct may contain more than one APl provided that
a1 eacis AP makes & contrioution 1o the ciaimed indications;

5o the zlfect of comoming the APls o one oreduct deoes not  decreasce the safery,
stabilery o 2fficacy of the product: and

ci o the produgt provides raronal concurrant therapy for a significant prosortion of the
tarzet population. e.z. tubereulostatie combinations.

Each raw marerial snust be listed together with its quantity per dosage unit. This would
include the vehicle sy solvent(s} or bases). [n the absence of an approved name (INN) or
chemicl mame. 2 chemical desenpiton or characterizatien of the substance must be
given, Special techaical charactetistics of the sxeipient, where apnlicable. must hs
indicated. The technical grade of excipients, where rglevant, must be indicated.
The purpose af each inactive ingredicnr or excipient must be stated Driefly. if the excipient
is used ror muitiple purposes in the formuiation. each purpose must be mentioned.
For mactive ingredients. such as ceating formulations, or excipients that are chemically
madified. the chemical composition and the quantity of each component must be specitied.
Ay overages Tor the APT must be staked yeparately apd the justification for them must be
giver. Tne ‘abel claim quantity must be stated and the excezss quantity indicated as the
acisal quaniity ar as a percentage. For example, 300 mg + 3 mg (=1%} overage”

*lse the asterisk 1o indicats the justificaitan for the overage.

Where 1 potency adjustment for the AP has 10 be made, a statement io ihe =ffect that the
acteal quantity of the active wifl depend on the potency. and tae excipientts) thar will ke
used o adjust the bulk cuantity moast be idenuified. as well as the manner in which he

Mo, 24785 275
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adjustment will be made. Potency calcufations and formulae, where applicable, must be
included and must afso be shown in PART 2E (Manufaeturing Procedures).

ha
12
=

Pernitted flavouring and colouring agents (thai comply with the The Foodstuffs,
Cosmetics and Disinfectants Act, Act 54 of 1972}, because of their complexity in many
instanzes, may be described in terms of their main constituents onlyv. provided that
appropriate chemical identification and characterigation for them is given in the relevant
section. The Colour Index Numbers (Foodstuffs, cosmetics and disinfectants Act, 1972
Reg. Food Cotourants ) of colourants must be included in the formula. The use of dyes.
printing ink, coating materials. flavourants and organic solvents is subject 10 the same
safety and quality requirerents that applv 10 medicinal substances.

2210 The content of alcohol, if included tn medicines for oral administration, must comply
with the reguirements of Supplementary Guideline 5G 1.

2.2.11 Where the vehicle is added up to the required volume or mass of the product, the actual
or estimate quantity of that velicle may be stated. However, expressionssuch as ~add up
10" and "gq.5.” are acceprahle. Solutions added o adjust the pH must be described in terms
of composition and strength (normality, molarity, erc.}, but i is not necessary 1o state the
actual guantits added as none may be added or only minute quantities may be neededl.

2212 For capsules. the fill mass. as well as the capsules size, composition and mase
musi be mdicated.

2.2.13 Inthe case of coated dosage forms, the theoretical mass of the core. coating matenial, as
wa|| a5 the total mass of the dosage form/unit must be Indicated

22004 For bivlogicel medicines the deqails of any selution supplied by the manufaciurer for the
reconstitition before wie of & dricd biological medicing that is offered for sale in o dried
form shall e supplicd

D205 amicity levels per dosage wiit must e indicared for all seivems und for other ingredients
when reguired by Cowncil. Levels must be indicated as per USP D or Martindale, or The
Complete Drug Reference. gic

23 PART 2 C - SPECIFICATIONS AND CONTROL PROCEDURES FOR ACTIVE AND
INACTIVE INGREDIENTS

Specifications and the limits of all achive and inactive ingredients must be listed and
adhergnce w pharmacopoeial requirements (BP, USP and EP). where applicable. is
recommended. Anv deviation from such specifications and limits must be fully
substantiated. Use of any other pharmacopoeia must be justified and acceptable to the
Coungil. Ir the latter case, copies of the reievant monographs must be included. More
than one pharmacopoeta masy be used for the active or inacive ingredients provided that
aach mdivideal reference is used fully and not partially or seiectively. For exampie, USP
max be used for starch. and BP for lactose.

Fa
a2

ra
L

It

Any in-house specifications that are at a lower quality standard thau that of an approved
pharmiacopasia must be fully moltvated. subject 1o approval by the Counet],
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PHARMACEUTICAL & ANALYTICAL REQUIREMENTS
Additioral specificarions for isomers, pelvmorphs, as well as impurities. particle size
distribution, residoal solvenis, etc.. where relevant, musc be submittad for atl AP(s

Control procedures for ai! active and nactive ingredients must be ully described. When
pharmacopoeal methods are used, copies of those procedures must be submitted.
Specificatren iimits and the cortrel procedures for pamicle size of APls which have a
solubiliny o less than § zart in 200 parts water, and for those which the Council may
reques:, must be summizned. Panticle size must be stated in ST units (dm). Exemption from
this requirement may be grantzd :f the APl is administerad as. a clear solution

Calourants and Flavourants must compy with either one ot the following:

aj ar least a specification limit  and control precedure regarding chemicai
identification and a statement 1hat the {lavourants comply with the general
requirements and that the colourains compiy with the purity criteria of Act 34 ot
1972 (The Foodstuffs, Cosmetics and Disinfectants Act, Act 54 of 19723

ki ar least 3 specifcation dimioand control procedure regarding  chemical
entificarior and 1 #ta@mant that L comaiies with the directives o0 the E37 or the
rogister of the TiA,

The Sollowing munimem requirermen: must be contimed:

44 [dentification and assay of the APL will be perfortned irespective of the
possession of 3 captificate of anaivsis from the manufacturer.

k) [dentification of the inactive ngredient will be performed irespeciive of the
possession of a carificate of anaivsis from the supnlier: and that

! Any tesis not inziuded ina valid® certificae of analvsis will be periormed,
*valid as defined by o OMP

Inactive ingredients for waich 4 conclusive identification test is not described, ail these

parameters which are specific 1o the wdentification of those raw materials must be lisied

and ihe wests performed {rrespective of the possession of a Cenificate of Analysis from

the supplier.

Microbizal [mits and control precedures (or all natural raw materiz.s of organic origin,

st be included,

Frequency of testing of water, 1 applicabie. shail be included. Water qiust be ested at

least once a week for microbioicgical contamninants. and dailv or just before use for

conductivity, pH and total organic carbon if applicable.

All raw material of bovine ongin must be certified BSE/TSE tree and tale, asbestos-ites
For holngicat medicines.

a) Specifications for the primare peadiedon (o vged In the monwiacture of the fingld
e i specificarions for all raw materials for the

ditling Tt o a biclagiced medic
clilbens woust e Jisind,

&) Tests of o hlogival scirce matericl must include tests o confirm the
identificotion. safzhe und potene. of the primery production or Bulk lor used in
the mamfaciure o the qnend filing Lo

¢f Parameters amd criteria of acoeptaice o confirm the idenitification, sgfety und

Sotency of the product must fe provided.
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24 PART 2D - CONTAINERS AND PACKAGING MATERIALS

241 Full details of the immediate container specifications and lrmits. including the nature of
material. dimensions and sketches where applicable, as well as those of applicators and
administration s2ts. the closurs svstem. wadding and any other component in direct
contact with the product. where gpplicable. and a descripuon of the centro! procedures
must be suppiisd.

242 A brief description of the outer container, it any, must also be given. At least the nature
of the material must be mentioned ¢ g. Outer cardboard carton.

I
e
[

The tvpe of container deseriped hers must correspond 1o that described in the package
insart under “Presentation and in the stabiiity studies.

244 Ifthe produet is packed in bulk containers, the tvpe of material of the container must be
siated

]
*-
s

Al pack sizes must be deseribed in the submission,

[

.5 PART 2E - MANUFACTURING PROCEDURES

14
)

An inspection Fiow Diagram must be included.

252 The batch manuracturing formulz and the batch size(s) must be included. Where more
todn one bateh size s indicated. the barch formula of all batch sizes must be given.

[ 3]
L
4

A copy of Batch/Master manufacturing document for a real bateh must be
submutted. In additton. either a comprehensive flow diagram or a description o
the manufacturing procedures detatling the vartous stages of manufacturing mus
be submuitted. Indicate the type and size of equipment (including sicve sizes ir
pm. duration of treatment. temperature. light end humidity conditions, maching
sertings (e.e. potation speed or rpm) ete. The frequency of all inprocess conircl
tesis ranalvucal, microbiological, and physicaly must be shown in the fiow
diagram or specified in the description,

254 A copy of the Barch/Master Packaging documem or a comprehensive description of the
packzging procadores. derajling the varicus stages of packaging and labeiing must he
sebmitied. The tvpe of eguipnient used in the packaring process must be indicated. The
in-pracess ests and control procedures carried out during the packaging process must he
included.

“

o5 4 process wvalidaton protocol must be submitted and. subsequent to this. a validation
repant wher available (see Addendum 20 Validation Protocols and Vaiidation Reports)
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PART IF — FINISHED PRODUCT

Final product specifications and limits must be listed for in-process controls, final
areduct  contrels (Batch release). stability controls and the manipulated final product (if
applicable).

The description of the finar product must corretate with the description given under
“{dentitication” in the package mnsert.

Comient uniformity muost be specified and a control procedure must be submitted it the
quantity of the APl is less than 2 mg or less than 2% mass per mass of the total mass of
the desage unit {e.z. tzhigt. capsule, suspensions, etc.), unless otherwise requested by
Cuureil. The active content dssay need not be performed separately in the case where
Lontterrity of Content has already been performed for bateh retease purnoses.

=or quality congro! and batch relegse purposes. final oroduct specifications for all soiid
arat dosage forms and suspensicns shall include a1 reguirement For Zissolugion of APYs)
unless arherwisa raguested e Joung:l,

isintegration time, whers relevart, for example for chew tabiets. matrix ablets and sont
gelatin capsues will be determimed as a lof release requirerment on ail barches on which
dissowuiion is not delermined as a criwerion for o0 release ag weli as for srabiloy.
Disintegration tme can e Jsed as a o1 release requirement 1or preparations containing
multivitaming and minerais. unless a disspiuiion reguirement for 2 specific product s
included (0 the USSP, in which case dissoluzion must be done as a [ot release requirement,
See Appendix 2 oof Subidiny guidelne (Addendum 2, For minmmuem sugoested
specifications required tar each desage form,

For imponed products. at least the identification and assay of the AP] contemt must be
perfarmed by an approved faboratory {FPROY after importation. This 1s intended 10 venity
that the product has nat bean affected adversely during the transfer process. Exemption
from this requirement may 2¢ applied for according to the Guide on Post-impaortation
idemtification and Festing of Medicines (See Addendum 3).

The tinal non-anaiviical reiease criteria must inelude the verification of the appearance of
the Jdosage form. the zortainer. the package insart. the label. the batch number, the expiry
date of the product. the certificate of analysis and the barch release documents (Final
Product Relecse Responsibiline or FPRR functions).

Al contrel procedurss other than those from a recognized pharmacopocia must be
described in fuil. Cupics of pharmacopoeial procedures, when referenced, must also be
submitad.

A complete analvsis report or certiticate of analysis for one batch {pilot or preduction not
olger than 2 vears; of the finished produet must e submitted with the application.

The tuil validation Jdara of the 1ssay method of the APT related 1w batch refease must be
zubmnicted. Chromateerams confinming e separation of the active from the degradation
oroducts, it relevant, must be included $ Se2 Addendum 4: Stability studies).

[t must be demensirated thal the assav method is stability indicating, t.e. it must
distinzuish betwesn the APls and che degradation products.

if the assay methed Jsed o determine the AP content s not stability indigating, then it
cannat be used for asseying atter imporiation.
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li" the assay method (chromatograptac) is taken from one of the latest rzcopnized
pharmacapocias. then other panial validation data. .g. s¥stem suitability and specificity
must be subrmitiec.
|7 diftfersnt essav method’s are used for stabilite resting, then & ful) description of the
method and the validation thereo! mus: be submitted.
Supporive Chromarngrams far the validation mus: be submitted,

2 Al other Juantitative assay methieds (for preservatives. degradarion products. antioxidants.
dissotuiion assay, ero) muss be validaed and the validation data included.

L2
=28
r

2603 Foraopreduet from 2 non-bioiogical origm winch has endowoxin tevels. the validation data as
required by the LUSP . BFS ZF must be submitted.

2604 1P ghr endetoxin tevels wre no detzrmined according 1o the method ih oz recognised
pharmacopezic. the validation date must be submiticd for evaluation.
24,05 For medicines imported into the country see Addendum 3.

PART 20 — STABILITY DATA: FINISHED PRODUCT

! Al applications Tor regstration of a mediving must be submitied with stability data in accordance
with the mirimuem reguirements stated in Addendum 4 Stability studies,

7.2 The stabiline program must be deserives i detall znd mos! inelude the following informatian:

tay Conditions eriperaiure. homidity

L]

(e T piuny IO I2SUNCD 2.2, - DRI S MGng et

(o Spwciilcations o be 2stentined
(d1 How otizn the sizbihn testing will be performed on future batches {should be in accordance
witl cCR P mideiines.
- Stabiiio data muost be presented in 2 tabwated farmat and must include the Tollowing:
LoZarar N iCondinm viat the formuds i the same as the one applied for)
i Date of manaiusiure,
i ko o guemmznsement of statiny sads
v, Name of manalaciirern
v Sourze of AP omanufaciurer not the suppliert
viodndezare wisether preductionspilatzexperimental bateh.
Vit Container 1 Confirm that the container is the same as the one apgplied for),
viie, Storage condiions st be contrndled according to guidsiines),

ce Spediations 2o imits

oLk,

suDseussion and conciasion of shelf iife for each tvpz of containgr must be provided.
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2.8  PART2H - PHARMACEUTICAL DEVELOPMENT

Any change or differences in the formulation during the development history must be
indicated cleariy.

A separate Pharmacewnical Expert Report (of not be more than 25 pages of A4 paper)
must be submined with each application and must include at feast the foliowing:

a)

b

d}

£)
f)

Active Pharmaceutical Ingredient(s):
+ Comment on the synthesis of the API{sY,

» Discuss all physicochemical properties, e.g. solubility, wuter coment,
particle size, crystal properties, polymorphs, chirality, stabitity ewc. Referance
may be made 1o the APIF.

Formulation:
» Motvate and explain the funciion of the inactive ingredients;
indicate the safenytoxacity profile of the inactive ingredients;

s Swate any interactions lkely o occcwr or that may occur under ziven
CIrCUmMSTances,

» Motivaefexpiain alt overages;

Discuss reievant physico-chemical parameters separately, e.p. dissolution
and chotce of medium. pH. ez,

» Include pre-formulation studies and motivate.

«  Novel formulations and exeipients must be discussed sexplained.
Production/Manufacinre:

»  Describe how the manufacturing method was derived,

n Describe how in-process conrrads and validation plans were developed.

Stability:

» Discuss the stability of the final product formulation and the parameters used
during stabilicy and o confirm quality for lot release;

o Discuss the containers used doring stability studies;

» Discuss dissolution:

» Conclusion on stability and shelf-life ailocation.

Conclusion in Expert Report

Nawme, signature, date of signature and CV of responsible person.

a) A reference list used in the compilation of the report.
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2.9 PART I - EXPERTISE AND PREMISES USED FOR BIOLOGICAL

2.4

[FE)

MEDICINES - DETAILS RELATING TO THE PREMISES
ON WHICH PRIMARY PRODUCTION OF BIOLOGICAL
MEDICINES I8 UNDERTAKEN AND TO THE STAFF
INVOLVED IN THE PRODUCTION AND TESTING OF
THE PRODUCT

A description of the premises where preparation of the primary production
or bulk batch are carried out, names, qualifications. field and expenence of
the persons tvolved in preparation of the primary production and the final
lot and details of the facility where the imported final filling lot is stored
must be recorded,

A floor plan of the premises must be included.

[f the premises are used for other purpeses such details must be supplied.
Conditions under which the product is stored muost be described.

PART 3 - BIOEQUIVALENCE STUIMES AS PROGF OF
EFFICACY

¢ Where clinical evidence in support of efficacy has not been submitied. stedies and darta w0

demongtrate the pharmiaccutical andfor beoiogical availabiliny of the produet must be

included.

(PR
+

2 The applicant may recusst partial or total exemption from these requirements if efficacy and

safery are inended 1o be established by means of chinicel data {or for other rzasons
determined by the Council i Provided that ehinical wials have been conducted with the same
formulation as the one being applisd for.

(]
L1

For details on requirements for bicequivalence refer (a2 Addendum 5: Bivequivalence Studies

as Proof of Efficacy as well as Addendur &: Dissalution Studias.

3.4 The following must be included:

al
hi

ﬂ“-f__

The purpose of the study must be stated,

Full details of the reference products used as the standard for reference purposes
Lincluding the appiicant, proprietary name. lot number, expiry date. etc.) must be
supplied. The reference products used must be motivated and wili be subject to
gpproval b the Council.

Details of the method used must be given.

Ful data must be submitted. [including all individual patienr data)

A discussion and the conclusion drawr from the data must be submitted

17 sharmacewical availability or equivalencs data i submitted. the studies must
be carried out according to the guidelines detzrmined by the Counal, and the
daea must be submitted in the forma: determined by the Council,

The applicant must state whether there arc any i vivo-in vitro correlation from
the data obtained by the method wsec,
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hj The applicant must confirm that the data submitted have been obtained with the
formutation being applied for, .

i) Bioegquivalence studies must be carrted out for all antibiotics and bioavailabidity
far antimicrobial preparations (such as for tuberculosis) unless otherwise
determined by the Council.

i The applicant must maivate and jusify why the swdy and the results obtained
should be accepable.

k) When bic-equivalence studies are submitred in support of efficacy of the
formulation. the Application control document for bicequivalence studies
included under FORMS must accompany the data,

REFERENCES
L. [CH Guidetines (1A, Q1B and Q1F)
2, WHO Guidelins on biclogieals
3. Stability Data Package for Registration in Climatic Zones 111 and IV
(QIF)
4 Photustability Testing {(J1B)
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LIST OF ABBREVIATIONS

APl Active Pharmaceutical Ingredient
APIF Active Pharmaceutical Ingredient File
BSE Bovine Spongiform Encephalitis

BP British Pharmacopoeia

CGMP Current Good Manufacturing Practices
Coa Certificate of Abpalysis

(Y Curriculum Vitae

DMF Drug Masrter File

EP Eurepean Pharmacopoeia

Ev Eurapean Union

FD 4 Food and Thrug Adiministration {US4)
FIPRO Final Product Release Control

FPRR Final Product Release Responsibiliny

GMP Gaod Magufacturing Pracfices

INN International Nonproprietary Name
MCC Medicines Control Council

~CE New Chemieal Entity

NTI Narrow Therapeutic Endex

TSE Transmissahie Spongiform Enveephalopathy
USSP Einited States Pharmacopoeia

USE DI United Stated Pharmacopoeiz Drug Index
WHO World Health Oreganisation
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TERMINOLOGY

Active pharmaceutical ingredient
A substance or compound that i3 intended w be used in the manufacture of a pharmaceutical
produet as a therapeutically active ingredient

Finished product

A producs that has ondergone all stages of production. including packaging in its final container
and lakelling
Inactive ingredient ™

A substance or conpound that is used in the manutfacture of 2 pharmaceutical product and does
nor coniribute o the therapeutie 2ffeet of the product, but is intended ro enhance the consisiency.
appedrance. integrity, stability, reiease characteristics. or other features of the product.

Manufacture {manufacturing)
All vperations of purchase of materials and products. production, guality control. release,
storage. shipment of finished produer and relared controls

Medicine
As derined in section | of the Medicines and Related Substances Act 1963, (Act No. 101 of
1963

Medicinal product
See pharmaceutical product

Pharmacentical product
Any preparation for human or veterinary use that is intended to modify or explore physiological
systems or pathological states forhe benefit of the recipient
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MECGICINES SONTAGL COUNMCIL

ARRSRTRIEUT SR D 7

GUIDELINES FOR REGISTRATION OF MEDICINES IN
SOUTH AFRICA

GENERAL INFORMATION

i This document hus been prepared to serve as a recommendation to applicants wishing to

: submit applications for registration of medicines. 1f represents the Medicines Control
! Council’s current thinking on the safety, quality and efficacy of medicines, 1t is not |
Jintendcd as an exclusive approach. Councit reserves the right to request for any®
) additional information to establish the safety, quality and eflicacy of a medicing and may !
] mike amendments o keeping with the knowledge which is current at the time nf_i
| consideration of dula accompunying applications for registration of medicines. ]
| Alternative approaches may be used but these must be scientificallty and technicaily |
I justified. The MCC 5 committed to ensure that all medicines gaining market approval |
I will be of the required quality, safety and efficacy. It is important for applicants wi!
 adhere to the adminisfrative requirements to aveid delays in the processing of !
! applications. }
i These guidelines should be read in conjunction with Regulations 3, 22, 24, 25, 42 and 43 j
i of the Medicines and Related Substances Act No. 101 of 1965, !

1

1
: Guidelines and application forms are available from the office of the Registrar of -
1 Medicines. :

%! GISTRAR OF MEDICINES

M5 M.P. MATSOS0
DATE: 'l‘i{q. {’1003

Version MOO2003 7
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MEDICINES CONTROL COUNCIL

GUIDELINES FOR THE REGISTRATION OF MEDICINES

—

ENOTE: These madelines vutling the formar and data requirements for preparation and
Isubmission uf an apalication for registration of medicines. and should be read in conjurction
}wnh the Medicines und Rzlared Substances Control Act {Act 101 of 1963, and the
iRegulations fo this At

INTRODUCTION

The registration of medicines in Souwth Africa s governed by the provisions and requirements of
the Medicines and Related Substances Control Act No. 18] of 1963, and the Regulations and
Guidefines published in terms therenf. The refevant sections of the Act and Regulations riat
apoly w these guidelines are! Reguiaton 2, Regufation 3, Regulations 8, 9. and 10, Regulation
22, Reguiation 24 and Regulaiion 25

These Guidelines describe the information required with the application form for regisweation of
“medicines” and for application to amend a registered medicine. The information submisted will
be evaluated in terms ot the Act.

The aim of these Guidelines s 10 assist applicants in the preparation of documentation of
applications for the registration of medicines for animal and human use, namely a new medicine
ifor a aew chemical entity [NCE]L a multi-souree {generic) product, a product line extension,
or a biclegical medicine.

it s a legal requircment thar data submitted for evaluation niust satistactorily substantiae
clatms for core and must meet technical requirements of quality, safety and efficacy of the
medicinal product for the purposes for which it is intended. The Guidelines are meant 1 guide
the applicant in meeting the reguirements of the Act. @t ts acknowledged that in some instances
scieutific developments may dictate alternative approaches, Heace, where the applicant chooses
1o deviate from a gwideline, a motivation for such deviation must be subminted. the decision
must be fully explained. motivated and justified in the expert reports submitted with the
application.

Whenever lhere is doubt. applicants are advised to consult the Medicines Control Council
tMUCY for cenfirmation and/or clarification before completing and submitting the application
form. Applicants must always refer 1 e current version of the relevant Guidelines for the
Registration of Medicines in South Africa and the Addendums thereto before completing the
applrcation form,

Guidelines are dvnamic and constantly evelving as a result of scientific developments and
harmonisation of the requirements with regional and intemational regulatory authorities. The
MCC endeavours to regularly update the goidelines to reflect current thinking and keep its
technical requitements and evaluation policies in line with “best international medicines
regulatory practice”.
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SCOPE OF THESFE GUIDELINES

The MCC requires that an appiication be submitted for regisiration of medicines ror purposes
ol sile and marketing in South Africa.

These guidelines are relevant anly to hwman and veterinary medicines, Separate suidelines
that apply w0 the vewisiration of complementary medicines and medical devicss should e
referred to and dre cbtainable tram che office of the remizstrar.

ELIGIBILITY
Ehigtbiliny w apply for registration of 2 medicing is governed hy Regulation 22 of the At

AN applicanion may be made By any person residing and doing susiness in Scuth Alvica, by a
closed corporation mcorporated In South Africa, or by a company with at Jeast a responsible
deiegated person residing in South Africa.

An Appiicant Master File must hav: been submined previousiy 1o MCCT and a :atisfactory
Applicant Inspection pecformed  If 'he applicant is nut a registered pharmacis: ar registered
veterinarian. the application must be co-sigaed by a Responsible Pharmacist as de¥ined i the
Fharmacy At (Pharmacy Act Moo 33 0F 1974 as amended, Section [} or a4 registerad
veterinarian who may sign appiications for registration of veterinary products. or the applicant
must be 4 person witly appropriate knowledge of al! aspeets of the medicine and whe shall be
responaible for communication with Couneil.

CONFIDENTTALITY

The contidenttaliny of infarmation submined 1 the Medicmes Conrrel Council 1s provided for
b the Act fAgt No. Y01 of 1963, Section 345 A member of the MCO, a Commitiee member
oroa statf imember may NOT disclose to apy person any information i refgtion to the
acquisition, supply . markeling, imporration. expert. development, manufacture of research in
cannection with any madizine, veterinary medicine or any other marter related thereta, except
tor the purpose of exercising his her powers or for the performance of his/her functions under
the Act or when required to do so by any competent cowt or under any iaw, or with the
written authority of the Director-General, Certain conditions may apply regarding the Access
tc Informarion Act, and an otficer designated as ifwe Chiet Information Officer shall be
respensible for disclosure of such mformation.

The MCC mar insist on written confirmation of the identification and afiiliaten of an
indisidual inguiring teicphonically or in person about a medicine. No information shall be
disuicsed telephonically.

LANGUAGE
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hial

[n terms of Zegulation 22 o the Azt abl applications and supporticg dara subimited to the
Mudsataes Contred Couneil must be presenced in Englizh, Any documents in lansuases other
i Erg sl st he accompanizd by an English transiation {see regulations).

[
L

WHERF TO SEND APPLICATIONS

Agpiications should ke posted or deliverad to the Directorate: Operations and Administration
in Reonr 204, Haltmark Buslding, 237 Proes Street. Pretoria. where they will be logged and
scknowledued. Al correspondence shuuld be addressed 1o the Registrar of Medicines.

Tae MO wiil not take responsikility for documents posted or delivered 1o any piace or
cooneer cdiv i 15 described.

p WHEN IS A PRODLUCT REGCISTERABLE?
JUpmaaudt 15 ciale fer sgzistratnen wib tive Medicines Control Couneil 1f

1o Ay orihe ngredients of a producr s Tisted T one of the Schedules w the At

-

b, e product is 2 medicing by virtue of the definition of a2 medicine in the Act. The
Nladicines and Related Sobamness Controdl Ach 1963 {Act 101 of 19657 defines a
siedicine aa

“apv substance or mivtire of substances used or purported 1o be suitable for use or
manufacrured o sold forvse in

(11 the diagnosiz. treatment. mitigation or prevention of disease, abnormal physical
or mental state or the symptoms thereof in man: or

(21 restoring. correcting ar modifving sny sematic or psyehie function in man:
and inciudes anv weterinary medicing,

<. I :he product fails under any ot the pharmacological classifications as specified in
Reguiation 23 of the Act.

d. It addition. the interded use of a produst and the text'wordseuse in promoting the
product. even if no claims are reflected on the labe!, may still render a product
registevable, [ & substance is not ordinarity eaten or drunk by man. it cannot be
cousideredd o foodsttf only because there are no apparent ¢laims, Legislation requires
that every medicine shall be registered by the Council before it may be sold or
marketed, Wlere 1 medicine has been called wp as a complementary medicine. the
relovant provisions and guidelines shall apply.

e s a complementarny medicing,

2.7 TYPES OF APPLICATIONS
Moedianzes Yor hyman and animal use are divided into the foflowing wpes for purposes of ease
“orevacmation and Jdetsrmination of fees

New chigmicai entities 1 INCEs)

Multi- soured penetic appiications {including line extensicns) where clinical information
is prasented o suppart;

sificaes and safery of the formulation
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safery and efficacy of 2 new indication

i3 Multi-source/generie (including line extensions) applications with;

drsselution studies as evidencs in suppen of comparative 2ffcacy
bicavailability studies as evidence fn suppoert of comparative etficacy
* other avaitability data as evidence in suppart of comparative efficacy

4 Other multi-source/generic (Including line extensions) applications e.o.
liquidsssolutions not mentianed under 2.7.3 ahove,
5 Siogical medicines
FEES

Iror medicine registration the following fees are relevant:

13 A non-refundable pre-screzemng fee, accompanying the screening submission

i} Anapplicatien fee, cecompanying the spplication for regisiration;

iy A registratton fee. pavable when the appiication compiies to ali requirements for
yegistrarion, and is payable before a registration certificate is issued:

iVl Ao annua) retention fee - maintain registeation,

¥) o A Iee to cover any amendments o the dossier or cerificate.

viy A fee o cover any inspection ol any manufacturing site.

The tees are determined zecording 1o the tvpe of applicaiion and wul e published in
the Government Gazetre.

GUIDELINES ON SAME OR SEPARATE APPLICATIONS FOR TIE
PURPOSE OF REGISTRATION ({For easy reference see table below):

2.9.1 Tablets/Capsules/Suppositories/Lozenges
iY An application with difterent pack-sizes of the same strength and formulation will He
considered as the same applicaton
i) Applications with different strengths and’or formulations wili be considersd a3
separate applications.
i Uncoated ard coated tabiets of the same strength and formulation will be
considered as separate applications.

2.9.2 Syrups/Liquids/Solutions (¢xcluding parenterais)/Creams/QOintments

i) Applications with ditferent container sizes of the same strength and formulation will
be  considered as the same appiication.

ii) Applications with the same container size of different strengths andior

formulations will be considered 25 separate applications,

2.9.3 Ampoules, Vials and Large Volume Parenterals
1] Applications with ampoules containing identical solutions of the same strength but

of ditferent volumes will be considered as separate applications;



2986

MNo. 24785 GOVERNKMENT GAZETTE, 2 MAY 2003

- —  GENERAL INFORMATION

1} Ap;w.]ic;;zjmu wAth urpanies containing solutions of different strenaths wiil be
consuderad a3 separate applications:

1l Appficaﬁti:?ns with umpouies andor single dose vials containing drv nowder. crvsials
etc, of differsnt mass will be considered as separate applications:

v Applications with ampoules and single dose vials containing the same respective
masses of dvy powder. ervstals eie. will be considered as separate applicasions:

Vi Applicaions with ampaules. single dose vials, as well as disposable syringes and
cartrdyes containing identical solutions of the sarme strength and same volume of
linuid will he coasidered as the same application

1} Appheations with dental cartridges containing tiuids of different voiumes will be

considered 13 e same apphieation:

vil Appiicadens with ampouwles containing Mwater for injectien”. bur of differen

vedume witl be constdered as the same application;

Vi Special ampeules of dry powder and “water for injections contained in the same
unit. e intended for mixing @ the tme of injection. may be considersd as the
same apnlication provided that the “water for injections” g fullv deseribed in the
dosgsier: -

ix] Amnoules containing identicat selutons of different volumes vsed only 35 4 diduent
i ihe recanstioien of a preparation tor parenteral use. may be considered as the
same appiication, depending on the relevant informatien being submitted;

1 Ault-dose viels af the same strength and formalation in different volumes may he
sonsidered as the same application, depending on the relevant information submirted
raéminisierad seoording to the same dosage schedule}:

xi Mlobei-dase wials and a stngle dose ampoule of the same formulation witl be considered as the
same application provided that the single-dose ampoule corresponds (o the dose indicated for
the multi-dose vial;

s Muli-dose Vi contalning dry powder of ditferent mass amd the same forruelation,
and Having the same corcentration when reconstituted may be considered as the same
appiicaticn:

wiiiy A container af diluent 1o be used wit: any preparation in {itiY, (iv) or (xiiY meluding
bioieeical medicine will be conzidered as a the same applicarion prm-ideg that the diluent is
alse Tuliv deseribed n the 2ossier together with the medizginal product

siv i lnfusion salugens ot the same or different volumes and of the same tormulation ‘which are
packed i contiiners uf exactly the same type of material, may be treated as the same
appiication, Jepending on the relevant information submitted:

xv) Infusion solutions of the same or d.fferent volumes and of the same formulation
which are packed in containers made of different types of materials shail be
considered as separate applications:

11} Skould a preparation. packed in plastic containers. be intended to be marketed in
2lass containers containing the same volume and the same formulation, it mayv he
considerad us the same applicaiion arovided the following data are submitted: -

ai charzeteristics of the rubber stoppern:

b speeiflcations for the gass;

¢} a cumprehensive manufacturing process with particular reference (o the
washing and sterilization cveles and apparatus used:

dy data on particulate manter (Contamination}:
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o) stability Jduta with reference 1o the effect of the pH of the solution.

svil) Produe:ss with the saume strengrh and formulation bur with dificrent colouss and.or
favours wiil be considered a8 separale applications:

il oppijeations contining the same active pharmaceuueal ingradient sy, and wherg

additionud indications are sought. where such new indications render the produet

o dirferent schedubing status. or different pharmacologicsl elussificetion or have

any other restrictions ‘mposzd other than the original application. will require a

seprale registration,

24 Bifferont annlicants nraprietary names for same farmuola

Sdme Lormaninien appied s pler deenl proprieniny names ar sy diTTerent apmiiiants

witl he consideren s@narate aniianons.
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TABLE FOR SAME/SEPARATE APPLICATIONS
© Type of applications " Same M Separate |
; | application ! application |
| — | 5 requiired i
Each individuai dosage furm of 4 particuiar medicine i X i
Deviations ot variances of the active ingredient of a product T | ’- X k
. Tablets'Capsules/Suppositortes/Lozenges g T ;
"1 Difrerant pack-sizes of sxacily the same stes steth and formulation Ix i' !
2. Dirferesn simengths and formulations i by ;
P Lnepated aned u_r.mted iagtets of the same strenur und fermulation : : X .
5\ rupsiLiguids/Selurions (excluding parentemls} CreamsQintments - i | |
. 1. Diferenr conrainer sizes of the spme strength and {ormu lation "X | i
i 2. The same container size of differsnt strengths and formulations : X !
, Ampoules, Vials and Large Yolume Parenterals ' . - _:
. Ainpoules coptining identical solurions o the same strength (provided the dose | ' X
refmaing cansianig but of different valumes ' ;
oo rumpodaies containing solutions of different sirengihs l "X ;
IooAmpoales, single dose vials containing masses of dry powder, crystals e, uil . '
dirferent mass ! X l
4. Ampeuies. single doss vials conlaining the same respective masses of dry powder | ’ l
ervsials ete. %
3 Aunpoules, single dose vials, 45 well us pre-filled disposable svringes and canridges'
contarning identical solutions of the same strength and same volume of liguid x
€. Denta carridees containing fluids of the same strength (pravided the dose remains
constant) hut ditferens volumes X
T, Ampoules coataining Cwater for injecrion”. but of different volumes X | i
8. Special ampaules of drv powder and "water for iniecrions” contained in the same |
anit, but intended for mixing at the time of injection X
9. Ampoules containing identical solutions of difierent volumes used onty as a diluen
in the reconstitutian af a preparation for parenteral use, pending relevant information | X
10, Multi-dose wizls of the sarne strength and formulation ire differenr volumes, same
dosags sehedule X
<11 wiuin-dose vials and a single dese ampoule of the same formulation if the mnﬂ-i:-
dose ampoule corresponds ta the dose indicated for the multi-dose vial: X I
T2 Munti-dose vials contining diy powder of different mass and the same formulatian. i
ane vving the $ame concentration wien recor stiuted x |
I3 A container of diluent packed 10gether witi any preparation described in 3., 4. and !
12, :nciuding bioivgical medicines X !
i+ Infusion solutions of the same or differcir wolumes and of the same formulalion
which are packed in containers of exactly the same type of material depending o _
the relevant informacion submitted X l
i 0% Infusion solutions of ine same or diferent volumes and of the same formulatior. I X
which are pached in containers made of different tvpes of matetials !
il

6. A preparation. packed in plastic containers. intended ta be marketed in 01333
containers containing the same voiume and the same formulation provided fe
rollowing data are submided; -

- characteristivs of the rubber swopper: \

- specifications far the glass: |

- 4 comprehensive manufzeturing procass with particular reference w the
washing and  sterilizing cveles and unparatus used: |

- data on particulate matter {cantamination & I

- srability dara with reference o the effect of the pH of the solution. A

P|0ducts with the same sireneth and formulation bur with different colours and/or|
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| Tvpe of applications T CSame : Separate

: . application apelicaticn
. _ i s required
i avors o _ 5 A -
P Auplicitions containing the same actee oharmaceutical mpredient(s). and where - -

" additonral indications are zoughi, wiers s azw o indications cender the predduct oo
fddifferent scheduling status. or different pharmucological classification or WITH AN :
* ADDITIONAL PROPRIETARY “AME or am . any other restrictions |mpua:d

ek

arter than the ol appleatan Y
. Diilerent npplicun!s#prupr':emr}f names for same formula . T
©Bame formusiation appied for under differcat proprietan names or by differem :

ApDiicants. Y

200 TRAMSITIONAL TONVERSICGN TABLE

The MBRUlorm for apnlicatfun Ty rcg'}strﬂtion presuribed by Act VU0 ar 1983 iy
replaczd W the Medicines Re ;.' nen Form MRS 1) There will no longer be a

"’

ERalnne form for J]UIO%]C&L madicines,

Circuiars issued before and during the wanstormation process mace reterence
Amexures of the arevious MBRID application form. These Gw lines
contmuously updated to retflect policies deveioped by the Council,

For 2asz o retevence the llowing conversien mabte s ineluded.
- MBR! FORM  MRF | - SUBJECT }
Cover paue CL:VET;E;L.@ . Admenistrative Dawe : ___:
e | _PanAa Boo o R0 PHL label _ o
Annexure o Part 2B ~Formulation - ___ . T
Pt 2B i Funm!h‘mn Far reconstiretion figeid ©or Jnap s
_ L " lor® ]
Adnexie 3 CPad AN Active Pharmaceutical ‘nwﬂ'imm T
. _Pam2AG anan production jo* o
Catesuret 0 Pan 20 Raw materials {specifications) __ j__
Avneswed Aol _Raw materials 1 conin] procedures
_Annexure b Pamc | Raw materials (release laburatories
Amexure 7 Pan2f - Finished product _
_Aamexure § ~ Parn Ef)__.__. _ i Container and packaging maeria] _ __'__
Annexurg 43 PatZt  _ Fished product (release coiteria and s
Annexure 9B Part 2D “Comainer and packaging mazeriad . celiase dvheria
- _ and laboratories)
Annexpre I'l}_ _ Pam2G Stability program and data -
Anmexwre |10 Par’t "E o Manutacturing procedures _,_
.—.—‘uu.]_e.*::i_re__]; __ " Pant 1D Foretgn repistration _
Amexure 13 - Part 3 invivo apellor o viero equivalency sudics 23 oreal
~Andesure 14 Parl = Pre-clinival studies —_ __:
Annexore 13 Part 3 " Clinical studies - )
i Annexure 16 Fart 2H Pharmaceutical development
" Apnexire 1 otOld Part 2) Expertise and premises used for manufacturing o

P Biclosical Form biofomcal medwines=
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P Biclovical Medicines, only
|

PREPARING AND SUBMITTING AN APPLICATION FOR REGISTRATION
OF A NEW MEDICINE

Ap_phcatjons for repistration oi’a medicineg must be submitted on the MEDICINE
REGISTRATION FORM (MRF 1) obtainable from office of the Registrar of
Medicines.

Fach zzge or the appication must be numberaed and the printing must be clearly
legile.

lndes according o the MRF [ c.g. 2B-1 (referring to PART 2B, first page).
Double-stdec copies are ailowed excent for package inserts,

The application far regissration Jossier must be properly indexed by the use of cleoarly
labeled iabs to indicate cach PART of the dossier.

Each PART must contaln a corplete index to that specific PART.

The application for registration must be properly bound on the left side as this aliows
for casy opdateraddition of pages. Binding is left to the discretion of the applicant,
aowever, the use of lever-arch files is not accepred.

The applicationcovering tetter must be bound to the application dossier.

The chegque must be anached to the covering letter. Proof of clectronic pavment and
copies of deposit slips must be sabminied with the application forms

The requirements with regard t¢ metrication in accordance with the Trade Metrology
Act must be applied. ’

The bexes in which decumentation are submitted to the MCC must be clearly labeled.
The following details should appear clearly on each box:

Applicant name

Narme ot the product

The contents of the box .. File numbers, Pants, Sample, Cover letter. Cheque
ote.

Product identitication code for each application (e.g. NCE-04NOV01)

Number of boxes e.g. 1 of 1{

Tvpe of applicalion ¢.g. expedited regisiration, AMRP

Colour stickers indicating sereening copy (red) or post-sereening copies {green)

In the case of expedited registration. approval letters must be anached. Applicants are
advised 1o consull the relevant schedule of fees.

3.10

A dulv completed pre-screening checklist and screening form, a product sample and
the non- refundable preseribed scivening fee the: is anached to the cover letter, must
sccompany each application.
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On receipt at the MCC. ali app.ications for registration will be subjeet to a pre-
screening according 10 a check ist (see attachment A),

Lpen successtl pre-serezning, the application will be logged onto the S¥Siem,
allocated an application number and a letier acknowledging recerpt of the application
and the screening fe2 will be issued o the appiicant,

of the pre-screening is unsuccesstul. the applicant will be notified via 2-mail or fax to
coutect the application within a sertain period of time or the application will be
submutted to council for o decis on.

Arter sucvessiul pre-seresning fae appiication wiil e subjesred 1o technicul screening
ACCOTAING 10 the screeniny form ( MRF 21,

The HOLD and RETURN A% DNCOMPLETE sereening vuivomes will be
vormmunicated to the applicant together with the reasons. lime rrames tor the
applicant to suamit sutstanding intcrmation or 1o coliect the upplication will also be
cominuricated to the appiicant. The nucome af the sereening and the submitted
sureening decumeniation will s tabled az the nest Couneil mesting for a decision.

The ACCEPTED seresning sucome, the application fee. the number of copies and
the time trame for these copies to be submitted will be communicated to the applicant.
Where an expedited registration has been approved the applicatjion will be so marked.
Any future correspondence regarding an expedited registration application shall be
accompanied by a reference number and a copy of the approval lerter.

The corezet number of zepivs of aeplications and additional documents required for
the wvaluation of the application must ke submitted in the formar detailed in section 2
mefuw,

PRESENTATION OF SCREENING AND POST SCREENING COPLES

In order 10 facilitate processing of the application for registration it is required that
certain Parts of the applicattorn for registration be duplicated and submined as
preseribed in the sereening approval letter together with the application tee. Al
documentation must be in Lnglish or the original document must be accompanied by a
translation inte English,

No additionzl documentation other than that which has been clearly stipulated below
mav be bound in any of the tiles identitied below,

Where applicants have submitted  clectronic  applications, there must be prior
arrangements with the rewistrar s such applications. which will be submitted in the
prescribed format

Sercening submission:

Covering leiter

Sereening fee

Completed pre-screening checklist
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Completed screening
One complere applicaricn ¢or re 2istratton dosster

“Fit

fi}

¢ 17 helaw

File I (with ariginal submission for screening)

Capy of e atest wspeetion Report (not older than 2 vears) from the Medicines
omtrol Courell wid o Torelgn regulatery body recognized by the Council for
the manutaciurer of imnorted medicinal products and medicines In

diagram rivhat aboot lecalls mamacured medicines

GMNE WO cenifieate

Catiilewte of analy sis for the sumpile submired

Cne cample sl oma]lent sack size

Sawh manuincturing dociments tor the sample submined or availakie for
msprection

License for Manuracen

nspccticn law

ror. Packer, Lakoratory
Proot ol egisiation »f he Comprany and the authorised persoen as o pharmacist

Full submission:

Cenvermyg wrter and appiicution ess plus e number of coples requested by MCC
DSl sereening.

{1k}

(i#i)

{iv)

(v

{vi)

Fite 2

Covenng leter

Appiication tor regisiration MRE b tront page

Cony of serzeniy forny M RTF 2 completad i fubls

Parts 1A TB1C, "D Za TR 202D 28 3F . 25 and 217

File 2

Cuovering letter

Anplication toi ueg seenizan YRE 1 front pave
Parts LA 1B, and 28

File 4

Covering Jetier
Appilcation tor regisisn
Parts 1A 1B, 10, 2B 25

on MRE ] ot pa
cuned 2F

File 5
Covering letler

PART 2

File &
Covering letter
SBRA Clinical Expert Report if applicabie
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{vii} File 7
Covering letter
Application for registration MRT | itont page
Parts 1 AL 1C.and 1D
Approved foreign package inserts
Clinical and Toxicological Expert reports

(viii) File 8
Covering letter
Applicaten for regisiration MRT [ front page
Capy of screcning oo PVRE 20 campleted in iyt
Papis PACITBL IO DU ZA ZBO 2O DD 2R CE D T Y e T
Cinee 1he applicant has submined ceditional comss. dn avkOwieegemear wier will he
sent 10 the applicant and the application will proceed with the ovaluation Ar0ess.

iz appitcact will act be permitted w0 communivate divoedy with the situatar, !

Lo

queries and concerns must be cormmunicated through the secretariar,

3. Summary Basis of Registration Application (SBRA;

HE

51

Cremeral

To expedite the review process of the safety and erficacy of medicines it is
cequired that an Summary Basis tor Registration. Applicarion (SBRA '} accompany
cach application for rezistration where a clinical and pre-cinical expert report s
not presented and clinlealpre-ciinical data i3 submitted i suppon of the
ARpicarion,

The SBRA is intended 1o be o very brief and vencise deeument sontaining the
core daty on the basis of which the applicant intands 10 vhtain registiation for the
Producl, it 15 o de presaried as @ sumumary oniv: therefore nu articles, reports <ic.
are 1o be earparated into the SBRA ner should such papers be attached 10 11
either. as these belong with the ol submission.

Applivants must cnsure that the general qualiy of the studies. proper cross-
refereneing 0 the dara. zxplinatory notes and the gualin of photecapving and
birding are of an appropriawe standaed. SBRA must be cross-rererenced with the
docutnentatien submitted to the Medicine Contrnl Council.

Adaptatiorn to the fwmat preseibed i by below. o suit each individual
produet dosage torm ar the diseretion of the appiivant, where specific items are
not applicable. may be necessary . Applicanrs are Kindly requested 10 Teave a4 wide
wer-hand mareir (o at feast 3 cmy, for offics use.

SORA formar
Kelfzr to tormat belew tor details and a completed hypotherien sxampic.
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SUMMARY BASIS FOR REGISTRATION APPLICATION (SBRA)

THIS APPLICATION INVOLYES:

anaw apniieation
or

a resubmission
o

3 zackome smdert amedment

DATYE GF THIS SBRA;

o Srainaan v o

[ Pl U IILFIF I R R

- .. | -

- T st resed S s s a
—_———— L L A Y ey

2O cemment o applicant woifics asen

PRODUCT DETAILS:

Active ingredients(s) and quantity thereot
Sroprieiay Gam

Annlicung

Apmiication Registration Mo,
Prarmavalupicas classiticason:

Zosage form;

NAMELS) of Registration Person and/cr Medical Adviser responsible for compilation
of this appiication, and telephone number where responsible individual mayv be
contactad during offics hours:

Name Position Qualifications Tel No,
PROVEN (ESTABLISHED) PHARMACOLOGICAL ACTION;

(Only information concerning tke clinical issues and indications ¢laimed are relevant,.
PVLARIMUST MR WORDS).
1AL least twa kev references in suppor. preterably published — see 13 below).

EVIDENCE OF EFFICACY IN HUMANS;

1Data should be summarized i @abulated format, preferably under the following
headings. as appiicable:

- buey criaigs) reterence number: as lisied under item 13 of SBRA
- Tiial design @ indicaie with abbreviations/symbols, e.g.

- DNE - doubte-blind

- sB - sinyle-blind

! = open

X = CrOss-0over
- I = parallel groups
- R = tandomized
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- C = controlled
- rC = olacebo-conirolled
- MO = multicenter
- LS = Latin square

- Indications/Diagnosis.

- Number of pattents weated with each drug,

- Dasage runge used,

- Durauon of rzutmenl,

- Reterence’comparative drugis),

- Parameters evaluated/findings.

- Statistical data

rPlease indicate separatelv. the otal {overall) number of patients treaied with the
oraduct)

Indicate clearlv which trials were done’not done with the formulation and dosage
form. for which registration is being appiied (as reflecied in Part 2B of MRF).

| Free comment, if required. MAXIMUN 200 WORDS, excluding tabulared data).

7. MAIN SAFETY ISSUES AND TOXICOLOGY:

71 Human studies:

(L.ist side effects;adverse reactions ioxicntogtcal protile, with incidence
figures and kev references).
Pre-clinical studies:

i

|

tAnimal and in vitro toxicology data)

{Free comment. if required: MANXIMUM 200 WORDS, excluding tabulated
data).

8. EVIDENCE OF LONG TERM SAFETY/EFFICACY

Tabulate key long-terta studies. their duration. indications. findings, tolerabilicy, ete.:
with references. where applicabie),

{Free comment. if required: MAXIMUM 100 WORDS).

Q038z082-—B
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12,
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EVIDENCE OF BIOAVAILABILITY AND PHARMACOKINETICS OF THE
ACTIVE COMPONENT(S):

{(Methods used apd rwmber of subjects studied to ke clearly specified. where
applicable. Pharmacokinetic data summarized in tabular or graphical foom (s
gesentiull,

{MAXIMUN 100 WORDS)

For medicines coniaining more han one active component. provide a summary of
avidence vwith Rev reforenves), 10 each coninbutes materaily to the erficacy of the
srrduet.

EVIAKIMTND 100 WORDS

REGISTRATION STATUS IN OTHER COUNTRIRS:

Couniry Date of reristration

PROPOSED SCHEDULING STATUS:

{Provide reasqns hrietlv, and illustrate structural formulal

LIST OF KEY REFERENCES:

IMANXDVU N 25

{Directly applicable publications in referred scienrific journais are preferred. Where
suitable published scientitic documentation is lacking, selected unpublished key
sctentific reporis or iit-ilouse documents may be quoted. provided jhese are clearly
indicated as sucih.

The “Vancouver Swvle™ of setting out pubiished references. entails the following*:

Author(s), title of anicle. named of journal {abbreviated according 1o Index Medicus),

journal partictlars {year, volume, sage ne.).

Eg.:
i Smith J rreatment of mild hypertension, Br Med 7 1981: 283:628,

*Please refer 1o, "Lniform requirements for manuseripts submitted 1o biomedical
Journals™ S AT Med I 198 1:60:263-268].
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HYPOTHETICAL EXAMPLE:
SUMMARY BASIS FOR REGISTRATION
APPLICATION (SBRA)

1. THIS APPLICATION INVOLVES:

A new application

!4

DATE OF THIS SBRA:

o adomitted: Di-10- 1134
- disclszea:

am - e ]

2 COMMent fir apilcant:

'

3. PRODUCT DETALLS:

Avine ingredient(st agd

{uantive thereot : rosalene 10 mg
Propriclany name : REOZTN
Appiivant : ROSEPHARMN Laboratories

Applicatien/Registration Mo
Pharmacaiosicai clossificailon .1 Cardiac stimuiznes
LPosage tomm : hitm-coated 1ablets

1. NAME(S) of vegistration Person and/or Medical Adviser responsible for
compilation of this appiication:

Nama Position Cualifications Tel. No.

Mo Smath Regisieation Munager B.Sc {Pharm) 011-9638413

D P fones Nedical Director MB. Ch.B. {12-
488307

5. PROVEN/(ESTABLISHED) PEHARMACOLOGICAL ACTION:

Rosalune i3 1 pasitive Inctropic agent, with direct vasediiater activity. different in
strueture and made of action from cither digitalis ghveosides or catechotamines.
Rasalone produces clinjeal'y and statistically signiticant improvements in
haemodynamic indices of congestive heart failure, without significant increases in hean
rate or myacardial oxygea consumption. Haemnodynamic improvements are both dose
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GENERAL INFORMATION

diastolic function as evidenced 3v improvements in left ventricular diastolic relaxation.

{References: 1. 2 and 6)
6. EVIDENCE OF EFFICACY IN HUMANS:

! Key Eim rcization ! ho. of . Stausteal 1 Dosage. dosage ; Reference Drug | Guration of | Parameters |
-; et | \..'~:.Der. : palien!s ' gaia i ferm and | and dosage | reatment | evaluated: |
| Mo | DB—Daubfe- enteren zng siformulatior) | Findings
I bline ' fcampleed) = '. ! l |
| | R=Ranaomized ' ! } i i |
|| | X=Crossover . _ E _ l
'{ ! A=Farallel Groups | f ' ! | l
| | PC=Placeno ' ‘ - '
! i ceniolleg } I '
i ' MC-Mulli-center : I - ! JI
b ; = : ——— . —
e CC.MCES. R X Congestve S0l TP<Qi'hr | 10morday | Placeno & weeks al '
! | Br | canciag failure catoara=  tifaal) : : L |
i s " meters, i i fy) i
| : axgeptic) : l i
| ‘ | | | | |
|5 | i 185 51 | Motdone 20 mgiday Digoxin Pdwesks | o) ll
_ | 0. X ' ' ; | ‘rapsiie) . i0.25 mgiday) N
| i i ) d ... i
| . .
l! a p GoME ) T2 OEE G i 10 mgiday |l - l 14 weeks ' ...... !
, | g : i faal) ! ? ' |
| : | ‘ l ! I -
2 lpeARFC | W L | 0mgiday | Placebo | 2woeks | '
| i : . | ffaat) ! | ’
i ; i [ (T
'| 18 ! TERP | 7B B3 | 10 mgiday | Digexin | Bwesks |
| i | ; i thaal) | (0.25 mgiday)
. ! : ‘. 1 | i |
| : . l
l \ ' ! | l l| l ‘
L . i | | ! oo,

TOTAL NUMBER OF PATIENTS TREATED IN ALL CLINICAY TRIALS, WITH
ROSALONE: 618 (362 COMPLETED THERAPY)

See also item §.

Ail studies {listed under items 6 and 8). except refl 5. were done with dosage form and
tormulation that registration is being applied for; {*=formulation as applied for).

7. MAIN SAFETY ISSUES AND TOXICOLOGY:

7.1 Human studies:
! Efect i Incidence 1 Key ref I
| Wentncular arythmias ! 12.5% || 13 ;
I Supraventricutar arrhythmias | 3.5% i 13,3 -
. hypatension ' 31% - 13 i
" AnginaChest nain i 1.4% | 5 i
| Headaches : 4 4%, 412,13 |
i Hypokalagmia i 0.7% l 15 ]
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| Tremor I 0,5% T 8 |
| Thrombocytopenia | % | 13 .
 Alkgling phosghatase | % ! 813,15 !

Allergic reactions occurred in +1.4% of patients.

Dermartoiogical reactions (rash. pruritus. etc) were reported in + 20% cf patients,
Daspire thus. patient sceeptance and compiiance was vary good.

7z Pre-ciimical Studies

NMCIDEMZZ  ¥EY
i A ACute Tty i =l ; :
| Sugies; ' Fabot s Al Em \ .
_ i “ouse s o 40 motkg ; :
l : 509 10.0.) 400 myag ‘ '
: Sl Cog .o, G50 sevare emesis. ) i1
P8 Supacute Tomty i) “iarwen morease i Henz ncluson bodes at ) :
' Zlugies '4 weeks] ' 360 matkg 0.3 {Rar : 25% i
) ' dit Thevaled recouistvig csuntin males Juen 30 A ,
i ! Mpikg .. coupled with polychromasia (Ran IAT e .
' Rt Slasma ues 285 Figher (8C mgtke, (Raty ip. s c {11} ;
i o) Crystakike structures delectabie in some tubuli of high dose | '
| Male raes. 40 (] i
[ ] Alergenic reachon 40 mg - 80 mygikg p.o.in 3 gogs ar i : '
! : ceginrung of shudy. P2 19
% o Evidenca of functcnal and merphaingical adney damage | 5
; | monkeys 40 ana S mgikg i, | . '
Zerum ured and ereatning ncreased. T e
i il Zuiderce af funciional ard merphologeal <idney
! _ Camage coserved in 24 monkeys at 30 mgikg. Crystal- :
[ fine oracinitates chserved i i5i
& Succoroms Toxigity Py Recucea enyihrocyte counts and reduced i :
| Swdies : ~agmogickin and haematort values - high | &2 T
; . acse monkeys {18 mgig v s ST
! ) “ {7)
: Crystailord supstances in distar tubles of 2 i high deserals
| nigk- dose monkeys i 3110 s
fai o Crystals inunng sediment (rats) '
l L (i) Zeath of 3 hign dose rats (500 mgixa). * -
1D Chrenic Toxicity i Crystals coserved in wrine sediment of 2 males ' :
| ISixmonths) and Z ‘emaes from high cose group (530 | l !
: . mgka po 320 7 ;
! | iRals) 210 i
j Histopathalecica examination reveales mild | i .
l . ‘0 mederate: foreign body reaction in kidneys ; : :
_ i af 2 menkews receiving 90 mgrkg. i |
'| ' Kidrey changes were associated with [ T !
) | mrratubular crystaliizalion, but no ingicatign | l
l . of fanctional moairment, ' I l
© Cculgtoxicity. : iRhesus morkeyst : :
| ido aculotaxicity opserveg | 32032 L{?} :
i Arthrepathy. i Articular cari age damage (uvenie rats) 120 | iT) i
! ; Lesions ir anrcular carti'age {dogs! | 12112 L
l Fertility. i} Hlight cecrease in impiantations (no statisécally signficant at | [
| | 00 kg dose frat. ! I !
| iy Mg untoward effect on ferdiity or reproductive performance | l N






