
Stability information from accelerated and long-term  testing is to be provided on at  least  three 
batches. The long-term testing should cover a  minimum of 12 months  duration on at  least  three 
batches at the time of submission of the application  for  registration. 

The batches manufactured to a  minimum of pilot plant scale should be by the Same synthesis route 
and use a method of manufacture and procedure that simulates the final process to be used on a 
manufacturing scale. 

The overall quality of the batches of  ac!ive substance piaced on stability  should be representative of 
both the quaiity of the material :sed in pre-ciinical and clinical  studies and the quaiity of material to 
be mace on a manuiac:uring scale. 

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

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

1.1.1 .v Test Procedure and Test Criteria 

The testing should cover those features  susceptible to change during  storage and likely to influence 
quality, safety and/or  efficacy. Stability information  should cover as necessary the  physical,  chemical 
and microbiological test characteristics.  Validated  stability-indicating  testing  methods  must be 
applied. The need for the extent of replication will depend on the results of validation  studies. 

1.l.l.vi Specifications 

Limits of acceptability should  be  derived from the  profile of the  material  as useb in the  preclinical and 
clinical batches. It will need 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 .l .vii  Storage  Conditions 

The length of the  studies and the storage  conditions  should be sufficient to cover  storage,  shipment, 
and subsequent use. Application of the same  storage conditions as applied to the drug product will 
facilitate comparative review and assessment.  Other storage conditions are allowable if justified. In 
particular,  temperature  sensitive  active  substances  should  be  stored  under an alternative,  lower 
temperature  condition which will then become the designated  long-term  testing  storage  temperature. 
The six months accelerated testing should then be carried  out  at  a  temperature at least 15 "C above this 
designated  long-term  storage  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 testing 25 +- 2 '(360 +- 5%RH 12 months 
Accelerated 40 +- 2 OC/75 +- 5%RH 6 months 

Where  "significant change" occurs  during six months storage ander conditions of accelerated testing 
at 40 "C c- 2 "C/75%RH +- 5%, additional testing at an intermediate  condition  (such  as 30 O C +- 2 O 

C/65% +- 5%RH) shouid be conducted for active  substances to be used in dosage forms tested long 
term at 25 "C/60%RH and this information included in the application  for  registration. The initial 
application should  include minimum of 6 months' data from a !,month study. 
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The long-term testing will be continued for a sufficient period of time beyond 12 months to cover 
all appropriate retest periods, and  the further accumulated data can be submitted to  the Council 
during the assessment period of the application. The data (from accelerated testing or from 
testing at an intermediate condition) may be used  to evaluate the impact of short-term excursions 
outside the label storage conditions such as may occur during shipping. 

Long-term stability studies can also be performed at 3OoC/65% RH, but then there are no 
intermediate conditions (Zone IV) 

1.l.l.viii Testing Frequency 

Frequency o i  Testing should be sufficient lo establish the stability characleristics of the aczive 
substance. Testing under the defined !ong-term conditions will normaily be every three months 
over the first year, every six monrhs over the second year and then annually. 

1.1.1 .ix PackagingXontainers 

The containers to be used in the long-term, real-time stability evaluation should be the same as or 
simulate the actual packaging used for storage and distribution. 

i.l.1.x Evaluation 

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

.4n acceptable approach for quantitative characteristics that are expected to decrease with time is 
to 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-to-batch 
variability is small, i t  is advantageous to combine the data into one overall estimate, and this can 
be done by first applying appropriate statistical tests (for  example,  p values for level of 
significance of rejection of more than 0,251 to the slopes of the regression lines and zero time 
intercepts for the individual batches. If it is inappropriate to combine data from several batches, 
the overall retest period may depend on the minimum time a batch may  be expected to remain 
within acceptable and justified limits. 

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

The data may show so little degradation and so little variability that it is apparent from looking at 
the data that the requested retest period will be granted. Under the circumstances, it is normally 



STAATSKOERANT, 2 ME1 2003 NO. 24785 203 

STABILITY 

Limited extrapolation of the real  time data beyond the observed range to extend the retest period 
at approval time, particularly where the accelerated data supports this, may  be undertaken. 
However, this assumes that the same degradation relationship will continue :o apply beyond  the 
observed data, 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 mathematical 
model, batch size,  existence of supportive data, etc. 

Any evaiuation should cover not  only the assay  but  the levels of degradation products and other 
appropriate attributes. 

When degradation products are identified in significant amounts or suspecred oi tcxici~y> 3 

concerned effort has to be nade :o collect the following dditional  infomation dbout ;he 
substance concerned: 

- chemical structure 
- crcss-reference to any available infcrmation about biological effec; and significance at h e  
concentrations likely to  be encountered 
- procedure for isolation and purification 
- mechanism of formation, inc!uding order of reacrion 
- physical and chemical properties 
- specifications and directions for testing their presence at the levels of concentrations expected 
to  be present, and 
- indication of pharmacological activity, or inactivity or toxicity profile. 

Where the route of degradation is  not known, suitable screening chromatographic or other tests 
may be required. 

Official compendia or other tests designed to identify impurities in the active substance used in 
the formulation may not necessarily be suitable for investigation into degradation products. 

When it has been considered necessary to perform toxicity studies these results should be 
presented. 

Consideration should be given to  the stereo-chemical and polymorphic integrity of active 
substances. 

Stability information gained should enable the applicant to institute a routine system whereby re- 
analysis to validate the conformance to specification of the active substance is done in order that 
the stability of the dosage form concerned is assured. 

1 .I .1 .xi StatementsLabelling 

A storage temperature should be  based on 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" is 
unacceptable. 
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A retest period should be derived from the stability information. 

1.1.2 Well-known Chemical Entities (established active substances) 

Literature data on decomposition process and degradability are generally available and must be 
included in the submission. 

If degradation pathwayslproducts are unknown, references to support such conclusions must be 
included or experimental data submitted. Reference to pharmacopoeias will not satisfy this 
requirement. 

l.2 DOSAGE FORMS 

1.2.1 Products containing New Chemical Entities 

1.2.1 . i  Generai 

The design of the stability program for the finished product shodd be based on the knowledge of 
the behaviour and properties of the active substance and the experience gained from clinical trial 
formulation 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 .ii 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 for marketing. Two 
of the three batches should be at least pilot scale. The third batch may be smaller (e.g., 25 000 to 
50 000 tablets or capsules for solid oral dosage forms). 

The long-term testing should cover at least 12 months duration at the time of submission. The 
manufacturing process to be  used should meaningfully simulate that which  would be applied to 
large- scale batches for marketing. The process should provide product bf the same quality 
intended for marketing, and meeting the same quality specification as  to 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 not physically and/or 
chemically equivalent and/or where the difference in physical and/or chemical specifications may 
adversely affect the stability of the product, stability studies should be performed on the final 
product manufactured from each  active substance. 

Data on laboratory scale batches is not acceptable as primary stability information. Data on 
associated formulations or packaging may be submitted as supportive information, provided that 
the difference in  the formulations is clearly stated. The first  three production batches 
manufactured post approval, i f  not submitted in the original application for registration should be 
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placed on accelerated and long-term stability studies using the same stability protocols as in the 
approved application for registration. 

1.2.l.iii Test Procedures and Test Criteria 

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

Where the “in-use” form or’ the product differs markedly from the manufactured and packaged 
form (for example, where (he product is required to be reconstituted, diiuted or mixed prior to 
use), data to establish the srability of the “in-use” form of the product should be supplied. “In- 
use” stability studies may also be required for certain sensitive products where the opening and 
closing of the containers may have an effect. This also applies to “in-use” multidose vials. 

Where the manufacturer c!aims the product may  be diluted with a range of solutions prior ;o use, 
for example, producs that require dilution prior to 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 submitted. 

Where the dosage form is to be reconstituted at the time of dispensing, its labelling should bear 
supportive expiration  information and storage conditions for both the reconstituted and 
unreconstituted dosage forms. 

The range of testing should cover not only chemical and biological stability but also loss of 
preservative (where relevant), physical properties and characteristics, organoleptic properties and, 
where required, microbiological attributes. 

Preservative efficacy testing and assays on stored samples should be carried out  to determine the 
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 components (Annexure 1). 

1.2.1 .iv Specifications 

The stability studies must include testing of those attributes of the product that are susceptible to 
change during storage and that are likely to influence quality, safety and efficacy. 

Limits of acceptance should relate to the release limits (where  applicable), to be derived from 
consideration of all the available stability information. The shelf life specification could allow 
acceptable and justifiable deviations from the release specification based on the stability 
evaluation and the changes observed on storage. It will need to include specific upper limits 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 particle size and/or dissolution rate will require inference to the results 
observed for batch(es) used in bioavailability and/or clinical studies. Any differences between the 
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release and shelf life specifications  for  antimicrobial  preservatives  should be supported by 
preservative  efficacy testing. 

1.2.l.v  Storage  Test  Conditions 

The  length of the  studies and the  storage  conditions  should  be  sufficient to cover  storage, 
shipment, and subsequent  use (e.g., reconstitution or dilution  as  recommended in the labelling). 

See  table below for accelerated and long-term  storage  conditions and minimum  times. An 
assurance that long-term  testing will continue to cover  the  expected shelf-life should  be  provided. 
Other  storage  conditions  are  allowable i f  justified.  Heat  sensitive  drug  products  should  be  stored 
under an alternative  lower  temperature  condition  which will eventuaily  become  the  designated 
long-;erm  storage  temperature.  Special  consideration may have to  be  given  to products that 
change  physically or  even chemically at lower  storage  conditions, e.g. suspensions  or  emulsions 
which  may sediment or cream, oils and  semi-sobd  preparations,  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  temperature  condition is used,  the 
six months  accelerated  testing  should  be  carried  out at a  temperature at  least 15 C  above its 
designated  storage  temperature  (together with appropriate relative humidity  conditions for thar 
temperature). For example,  for  a  product to be stored  long  term  under  refrigeratea  conditions, 
accelerated testing should be conducted at 25 +- 2 "C/60%RH +- 5%RH.  The  designated  long- 
term  testing  conditions will be  reflected in the  labelling  and  expiration date. 

Storage  under  conditions of high relative humidities  applies  particularly to solid  dosage  forms. 
For  products  such  as  solutions,  suspensions, etc., contained in packs  designed to provide  a 
permanent  barrier to water loss, specific  storage  under  conditions of high relative humidity is not 
necessary, but the  same  range of temperatures  should  be  applied. Low relative humidity (e.g., 10 - 
20% RH) can  adversely affect products  packed in semi-permeable  containers (e.g., solutions in 
plastic bags,  nose  drops in small plastic containers,  etc.,)  and  consideration  should  be  given to 
appropriate testing under such  conditions. 

For  solutions with a high sugar  content  (greater  than  60 %) or where  the solubility of the  active is 
low (less than 5 mg per 100 ml) or its content is close to saturation, atability data at low 
temperatures ( 2  to 8 O C)  must  be  conducted  for at least 14 days. 

Conditions  Minimum  time  period 
at submission 

Long-term  testing 25 +- 2 "C / 60 +- 5%RH 12 months 
Accelerated 40 +- 2 OC / 75 +- 5%RH 6  months 

Where  "significant  change"  occurs  due to accelerated  testing  additional  testing at  an intermediate 
condition, e.g.,  30°C +- 2 "C / 65%RH +- 5%RH  should  be  conducted.  "Significant  change" at 
accelerated  condition is defined as: 
- A 5% potency loss  from the initial assay  value of a  batch; 
- Any specified  degradant  exceeding its specification limit; 
- The  product  exceeding its pH limits; 
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- Dissolution  exceeding  the  specification limits for 12 capsules or tablets; 
- Failure to 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 the initial application  for registration 
should  include  a  minimum of 6 months'  data  from an ongoing  one-year  study at 3O0C/65%RH, 
the  same  significant  change criteria shall apply. 

The  long-term  testing will  be continued for a sufficient time  beyond 12 months to cover shelf-life 
at appropriate test periods. 

Long-term stability studies  can also be performed at 30°C/65% RH, but then  there  are no 
intermediate  conditions (Zone IV! 

1.2.l.vi Testing  Frequency 

Frequency of testing  should be sufficient to establish  the stability characteristics of the  drug 
product.  Testing will normally be every  three  months  over  the  first  year,  every six months  over 
the  second  year, and then  annually  throughout  the  proposed shelf-life. 

The use of matrixing or bracketing can be applied if justified (See  Glossary). 

1.2.l.vii  Packaging  Material 

The  testing  should  be  carried  out in the  final  packaging  proposed  for  marketing.  Additional 
testing of unprotected  drug  product  can  form  a useful part of the  stress  testing  and pack 
evaluation,  as  can  studies  carried  out in other  related  packaging  materials in supporting  the 
definitive  packs). 

Where  package  container  sealant integrity is to be assessed,  higher  than 75% relative humidity 
may be  appropriate io stress its adhesive  properties at 30 to 40°C e.g., blister units  and strip 
packages.  Alternatively,  sealant integrity can  be  performed  through  physical  testing  of  the pack 
itself 

The loss of moisture  can  be  important  for liquid formulations,  semisolid and certain solid dosage 
forms  packed in moisture  permeable  containers and studies at low relative humidity  and high 
temperature  for  a  limited  period 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 identical  composition and seal 
integrity and  a brief justification is included  stating  the  reasons  for  the  container  size  chosen e.g. 
larger air volume, or largest  surface  contact etc. 

If the  product is to be  marketed in more than one  type of container  and  the  applicant  proves that 
resistance to variables  such as moisture  permeation,  oxygen  permeation, light diffusion etc., is 
demonstrated to be  equal to or better than  existing  container  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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In instances  where the product will be  marketed  packaged in a  "moisture  permeable"  material 
(e.g., polyethylene.  polypropylene.  polyvinyl  chloride, etc.), the stability of the  product  should  be 
determined  under  conditions of high humidity and elevated  temperature. 

Stability may  be conducted in  the least protective  container-closure  system if the  superiority of 
the other  containers can  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  immediate 
container,  constitutes part of the  approved shelf-life, that is, the  date of expiry  remains a function 
of the date  of  manufacture,  not  the  date of packaging. Stability data  must be submitted for bulk 
products chat are  stored for a period of time  prior to packaging  into  the final immediate  containers 
e.&,  for 25% or more of the  approved  shelf-iiie. 

1.2.l.viii Evaluation 

A systematic  approach  should  be  adopted in the  presentation  and  evaluation of the stability 
information which should  cover as necessary  physical,  chemical,  biological and microbiological 
quality characteristics. including  particular  properties of the  dosage  form (for example  dissolution 
rate for oral solid dosage  forms). 

The  design of the stability study is to establish, based  on testing  a  minimum of three  batches of 
the  drug  product,  a shelf-life and label storage  instructions  applicable to  all future  batches of the 
dosage form manufactured and packed  under  similar  circumstances. The  degree of variability of 
individual  batches affects the  confidence that a  future  production  batch will remain  within 
specification until the  expiration date. 

An acceptable  approach  for  quantitative  characteristics that are  expected to decrease  with  time is 
to 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-to-batch 
variability is small, it is advantageous to combine  the  data  into  one  overall  estimate, and this can 
be  done by first applying  appropriate statistical tests (for example,  p  values for level of 
significance of rejection of more  than 0,25) to the  slopes of the  regression lines and zero  time 
intercepts  for  the  individual  batches. If it is inappropriate  to  combine  data  from  several  batches, 
the  overall shelf-life may depend on the  minimum  time  a  batch may be  expected to remain  within 
acceptable and justified limits. 

The nature 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, quadratic, 
or cubic  function  on an arithmetic or logarithmic scale. Statistical methods  should  be  employed 
to test the  goodness of fit on all batches and combined  batches  (where  appropriate) to the 
assumed  degradation line or curve. 

Where  the  data  shows so little 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 formal statistical analysis but  only  to provide  a justification for  the  omission. 
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Limited  extrapolation of the  real time  data beyond the  observed  range to extend  expiration  dating 
at approval  time,  particularly where the  accelerated  data  supports this, may be  undertaken. 

observed data, and hence the use of extrapolation  must  be justified in each  application in terms of 
what  is known  about  the  mechanisms of degradation,  the  goodness of fit of any mathematical 
model,  batch  size,  existence of supportive data, etc. 

' However, this assumes  that  the  same  degradation  relationship  will  continue to apply beyond  the 

Any evaluation  should  consider not only  the  assay,  but  the  levels of degradation  products and 
appropriate attributes. Where  appropriate,  attention  should  be paid  to reviewing  the  adequacy of 
the  mass  balance,  different stability, and degradation  performance. 

The stability of the drug  products after reconstituting or diluting  according to labelling, should  be 
addressed to provide  appropriate and supportive  information. 

In the  case of reconstitured  products for oral use.  the reconstituted  product  must be tested for at 
least the  recommended  storage  period at 25 "C even if the recommended  storage  temperature is 2- 
8 "C. 

1.2.1 .ix StatementsLabeiling 

The  storage  temperature  should be  based on the stability evaluation of the  drug  product.  Where 
applicable.  specific  requirements  should be stated  particularly  for  drug  products that cannot 
tolerate freezing. 

The use of terms  such as "ambient  conditions" or "room  temperature'' is unacceptable. 

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

The use of a  temperature  range, for example 15 - 25 "C, is not  acceptable,  unless  adequate 
motivation for the lower  temperature is submitted. The recommendation,  "Store  below  25 "C. Do 
not refrigerate" could  5e  considered. 

1.2.2 PRODUCTS CONTAINING WELL-KNOWN CHEMICAL ENTITIES 
(GENERICS) 

1.2.2.i Selection of Batches 

Stability information  from  accelerated and long-term  testing is to be provided on at least two 
batches of the  same  formulation and dosage  form in the  containers and closure  proposed  for 
marketing.  One of the  two  batches  should  be at least pilot scale. The  second  batch  may  be  smaller 
(e.g., 
25 000 to 50 000 tablets or  capsules for solid oral dosage  forms).  The  long-term  testing  should 
cover at least 9 months  duration at the  time of submission. The manufacturing  process to be 
used should  meaningfully  simulate  that  which  would  be  applied to  large  scale  batches for 
marketing.  The  process  should  provide  product of the  same  quality  intended  for  marketing, and 
meeting  the  same  quality  specification as to be  applied to release of material. 

1.2.2.ii Storage  Test  Conditions 
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Conditions  Minimum  time  period at 
Submission 

Long-term testing 25 +- 2 "C / 60 +- 5%RH 9 months 
Accelerated 40 +- 2 "C / 75 +- 5%RH 3 months 

The  above criteria will  be  used for  allocation of a  tentative shelf-life of 24 months. 

tentative $ 
Stability data  over  the full shelf-life  period  must  submitted  for  confirmation. 3 to confirm  the 

Long-term stability studies  can  also  be  performed at  30°C165% R H ,  but  then  there  are no 
intermediate  conditions (Zone IV) 

The first two production  batches  manufactured  post  approval, if not submitted in the  original 
application for registration, should  be  placed on long-term stability using  the  same stability 
protocols as in the approved  application  for registration. 

If the  accelerated  data  submitted in the original  application  were  derived  from  batches  other  than 
production  batches,  accelerated  data on at least one  production  batch  must be generated. 

Heat-sensitive  drug  products  should  be  stored  under an alternative  lower  temperature  condition 
which will eventually  become  the  designated  long-term  storage  temperature.  Where  a  lower 
temperature  condition is used,  the 3 months  accelerated  testing  should be carried  out at  a 
temperature at least 15 "C above its designated  long-term  storage  temperature  (together with 
appropriate relative humidity  conditions  for that temperature). 

Note: 
Other  general  points  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  and  maximum,values)  relating to 
stability must be stated. 
b) Overages in the  formulation of batches  included in the stability investigation  should  be  clearly 
stated. 
c)  The actual  analytical results obtained at the  commencement  (zero  time)  and  at  nominated  time 
intervals throughout  the trial (for  example 0, 3, 6, 9, 12, 18, 24, 30, 36 months  which  can if 
necessary be adapted to suit the  product)  must  be  provided in a  tabulated form. For products 
predicted to degrade  rapidly  more  frequent  sampling is necessary. 
d).The  container-closure  system  used  must  be  clearly  indicated, e.g., the  type,  nature,  grade  and 
colour of the  material of the  container  and  closure  must  be  stated,  composition of strip packaging, 
blister packaging and liners and  size of the container(s1 or pack-size  must  be  clearly stated. 
e) Storage  conditions  must be clearly  defined in respect of temperature, light, humidity,  opening 
and closing of container,  whether  stored  upright or inverted,  whether  a  desiccant is included in 
the  container and presence of foamkotton wool. 
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f )  The  name and strength  of  product, dosage form, batch size, batch number,  name of 
manufacturer, source of active substance, dates of manufacture and  initial  testing  must be stated. 
g) If more than one assay result  is available  for any particular  time  interval, all results should be 
quoted including the Mean and Standard Deviation (where possible). 
h) The actual  result  obtained  for  an assay at  the beginning of the stability  trial shouid be recorded 
and compared with subsequent values. 
i )  Initial assay results  should be expressed as the  quantity of active  substance per  unit dosage 
form in terms of micrograms. milligrams or grams. Assay results  for Subsequent checkpoints 
should be given in the same way  and  in terms of percentage of initial assay. 
j) Quantitative results must be reflected wherever relevant in which case  the expression 
"complies" does not suffice. 
k) All results obtained should be discussed and conclusions drawn from the  stability  studies be 
given. A shelf-life  must be conciuded from the results. Explanations should  be given where 
necessary  e.g.. anomalous c)r unusual resuits,  change in  assay method. Results shouid be 
processed utilizing currenr srarisrical methods and  any assumption made  should be statistically 
tested at the 90 - 95 % coniidence level. 
1) Stability-indicating method refers to the  specific  analytical method and  does not absolve  the 
applicant from submitting reasons why the assay methods are assumed to  be  stability-indicating. 
m) An assurance that  long-!erm  testing  will continue to cover  the  shelf-life period must be given 
in Part 2G (written underraking at  the  time of submission of the  application). Applicants are 
reminded of the recommendation under Testing frequency that products should  be tested at least 
annually after :he second Jjear. 

3. PREDICTION OF SHELF-LIFE FROM STABILITY DATA 

a) At least nine months'  data derived from  the product stored  at  the  maximum recommended 
storage conditions and three months under conditions of stress  for  generic products must be 
available at the  time of submission , for consideration of a tentative  shelf-life of 24 months. For 
products containing new entities,  the  data accumulated over a sufficient period of time, beyond 
the initial 12 months, to cover appropriate retest periods must be available. 
b) Generally a tentative  shelf-life  shall only be assigned provided that  the  stability  investigation 
of the product as  above has been satisfactorily completed. 
c) Applicants are reminded that  a tentative  shelf-iife is often  established on condition that :he 
applicant has committed himself by an undertaking to continue and complete  the required studies 
and to submit the results as they become available. 

4. FOLLOW-UP ST.IBILITY DATA 

a)  The tentative  shelf-life must be substantiated 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  accelerated  data submitted previously were  derived from batches 
other than production batches,  three months' accelerated  data on at  least one of the production 
batches are  required. 
b) For products containing new entities,  the  tentative  shelf-life  must be substantiated by stability 
data derived from at least  three production batches. If the accelerated data  submitted previously 
were derived from  batches  other than production batches,  six  months' accelerated data on the 
three production batches are required. 
c) The maximum recommended storage  conditions, integrity of container used and formulation 
will determine  the temperatures and humidity conditions to be included in the  stress-testing 
program. 
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d) Stability trials involving  the  product  stored at the  maximum  recommended  temperature must 
be  continued  for  the full period to validate  the  tentative shelf-life. 
e) An approved shelf-life may be  extended  through  submission of additional  data  accumulated on 
production  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  approved. 

5. CALCULATION OF EXPIRY DATE 

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

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

7. EXTENSION OF SHELF-LIFE 

For an extension of shelf-life real time data  obtained  according to the program on at least two 
production  batches for the full period  required  must be submitted  for  generics and on at least 
three  batches  for new entities. 

Note: 
In order to facilitate evaluation,  the  application for an extension of shelf-life should  include all the 
stability data in support of the  shelf-life  extension  (including  previously  submitted  data for the 
relevant  batches). 
Reference  only 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  outlined in 
the  Guideline  for  Minor  and  Major  Amendments. 

APPENDIX 1 

GLOSSARY AND INFORMATION 

The  following  terms  have  been in general  use,  and  the  following  definitions  are  provided to 
facilitate interpretation of the  guideline. 

Accelerated  testing 
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Studies designed to  increase  the  rate of chemical degradation or physical change  of an active 
substance or product by using exaggerated storage conditions as  part of the formal, definitive, 
storage program. These data, in addition  to long-term stability  studies, may also be used  to assess 
longer term chemical effects at non-accelerated conditions and to evaluate  the impact of short- 
term excursions outside  the label storage conditions such  as might occur  during  shipping. Results 
from accelerated  testing  studies  are not always predictive of physical changes. 

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

Bracketing 

The design of a stability  schedule SO that at any time point only the  samples  on ;he extremes. for 
example of container size and/or dosage strengths,  are tested. The design assumes that the 
stability of the intermediate condition samples  are represented by those at the extremes. Where a 
range of dosage  strengths is to be tested, bracketing designs may be particularly  applicable'if  the 
strengths  are very c!osely  related  in composition (e.g., for a tablet  range  made with different 
compression weights of  a similar  basic  granulation,  or a capsule  range  made by filling  different 
plug fill weights of the same basic composition into  different  size  capsule  shells).  Where a range 
of sizes of immediate containers is :o be evaluated, bracketing designs may be applicable if the 
rnateriaf of composition of the container and the  type of closure  are  the  same throughout the 
range. 

Climatic Zones 

The concept of dividing the world  into four zones based on defining the prevalent annual climatic 
conditions. Fluctuations in climatic conditions throughout South Africa prohibit  the 
characterization of this country by  any one of the  four  identified zones and the conditions of 
storage likely to be encountered in South Africa must be considered in designing the  stability 
trial. 

Dosage Form: Preparation 

A pharmaceutical product type, for  example tablet,  capsule,  solution,  cream, etc. that contains an 
active  ingredient  generally, but  not necessarily, in association with excipients. 

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

Excipient 

Anything other than the  active substance in  the dosage form. 

Expiry/Expiration Date 

The  date placed on the  containerilabels of a product designating the  time  during which a batch of 
the product is expected  to remain  within the approved shelf-life  specification if stored under 
defined conditions. and after which it must not be used. 
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Formal  (Systematic) Studies 

Formal  studies  are  those  undertaken  according to a  pre-approval stability protocol which 
embraces  the  principles of these  guidelines. 

Long-Term (Red Time) Testing 

Stability evaluation of the  physical,  chemical,  biological, and microbiological  characteristics of a 
product and  an active  substance,  covering  the  expected  duration of the shelf life and retest period, 
that are  claimed in the  application for registration and  will appear on the labelling. 

Mass Balance:  Material  Balance 

The  process of adding  together  the  assay  value and levels of degradation  products LO see how 
closely  these add  up to 100 per  cent of the initial value, with due  consideration of the margin of 
analytical  precision.  This  concept is a  useful scientific guide  for  evaluating data, but it is not 
achievable in all circumstances. The focus may instead  be  on  assuring  the specificity of the  assay, 
the  completeness of the  investigation of routes of degradation, and the use, if necessary, of 
identified  degradants as indicators of the extent of degradation via particular  mechanisms. 

,Matrixing 

The statistical design of a stabiiity scheduie so that only  a  fraction of the totai number of sampies 
is tested at any specified  sampling point. At a  subsequent  sampling point, different  sets of 
samples of the total 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 
systems. 
Matrixing can cover  reduced  testing  when  more than one  variable is being  evaluated.  Thus  the 
design of the matrix wiil be dictated by the  factors  needing to  be covered and evaluated.  This 
potential  complexity  precludes  inclusion of specific details and examples, 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. 

lMean Kinetic  Temperature 

When  establishing  the  mean  value of the  temperature,  the  formula of J D Haynes*  can  be  used to 
calculate the mean kinetic  temperature. It is higher  than  the  arithmetic mean temperature and, 
takes into account  the  Arrhenius  equation  from  which  Haynes*  derived his formula. *. Pharm. 
Sci. J 60,927-929. 1971. 

New  Chemical  Entity:  New  Molecular  Entity:  New  Active  Substance 

A  substance that has not previously  been  registered  as  a new active  substance with the  Council. 

Pilot Plant Scale 
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The manufacture of either  active  substance or product by a  procedure fully representative  of and 
simulating that  to be  used on a full manufacturing scale. For oral solid  dosage  forms this is 
generally taken  to be at a  minimum  scale of one-tenth that of full production or 100 000 tablets 
or capsules,  whichever is the larger. 

Primary  Stability  Data 

Dara on the active  substance  stored in  the proposed  packaging  under  storage  conditions that 
support  the  proposed retest date. Data  on  the product  stored in the  proposed  container-closure for 
marketing under storage  conditions that support  the  proposed shelf-life. 

Xetest Date 

The date when sampies oi  ;he acave substance  should be re-examined :o ensure that material is 
still suitable for use. 

Rerest  Period 

The  period of time  during which  the active  substance  can  be  considered to remain  within the 
specification and therefcre  acczptable  for use in the  manufacture of a  given  drug  product, 
provided :hat i t  has Seen stcred under the  defined  conditions after this period, the batch  should be 
retested f a  compiisnce to its specification and  then  used immediately. 

Shelf-life;  Expiration  Dating  Period 

The  time interval that a product is expected to remain  within  the  approved  shelf-life  specifications 
provided that it is stored under the  conditions  defined on the labei in the  proposed  containers and 
closure. 

The  sneif-iiie is used to atabiish ;he expiry  date of inci./idual ba:ci?es. It is the Iengrh  of  time 
required for: 
a) the least stable  active  ingredient to degrade to  the specified,  motivated  and  approved or 

b) some  element of pharmaceutical  elegance to drop to an unacceptable level, or 
c) an arbitrary  minimum of 2 years,  unless  otherwise  determined by Council. 

d) a  measurable  increase in toxicity as shown by either  animal  experiments or clinical 

e). a  measurable loss in reported clinical effectiveness(even  though  analytical  methods  show 

proposed  fraction of the  labeled  quantity 

The shelf-life could also reflect the  length of time  required for: 

adverse  reaction reports, or, 

little or no reduction in apparent  concentration). 

- Release  Specification 

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

- Sheif Life  Specification 
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The  combination of physical,  chemical,  biological  and  microbiological test requirements that an 
active  substance  must  meet up to at its retest date or a  product  must  meet  throughout its shelflife. 

Stability-Indicating Assay  Methodology 

Analytical  method(s) that  will quantitatively  differentiate  between the active  ingredient and all 
known  degradation  products  andicr  related  impurities. 

Stability 

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

Storage  Conditions 

,An acceptable  variation in temperature and relative humidity of storage facilities. The equipment 
must be capable of controlling  temperature to a  range of +- 2 "C and  Relative  Humidity to +- 
5%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 unavoidable. 
The  effect of variations  during  equipment failure should  be  addressed by the  applicant and 
reported i f  judged to impact stability results. Exceptions that exceed  these  ranges (i.e., 2°C and/or 
5 % M )  for more  than 24 hours  should  be  described in the  study  report and their impact  assessed. 

Strength 

A quantitative  measure of active  ingredient, as  well as  other  ingredients  requiring  quantitation. 

Stress  Testing  (Active  Pharmaceutical  Ingredient ) 

These  studies  are  undertaken to elucidate intrinsic stability characteristics of the API. Such  testing 
is part of the  development  strategy  which is normally  carried  out  under  more  severe  conditions 
:han that used for  accelerated tests. Stress  testing is conducted to provide  data on forced 
decomposition  products  and  decomposition  mechanisms  for  the  active  substance.  The  severe 
conditions that  may be encountered  during  distribution  can be covered by stress testing of 
definitive  batches 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 
degradation  products and hence  support  the suitability of the  proposed  analytical  procedures.  The 
detailed  nature 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 include  the  effect of 
temperature in 
10 "C increments  above  the  accelerated  temperature test condition (e.g., 50"C, 60°C, etc.) 
humidity  where  appropriate (e.g., 75% or greater); oxidation and photolysis 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 integral part of the  information 
provided to the  Council. 

Photostability testing should be  an integral part of stress testing. 
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It  is recognized that some  degradation  pathways  can  be  complex  and that under  forced  conditions 
decomposition  products may be  observed which are  unlikely to be  formed  under  accelerated or 
long-term testing. This  information may  be  useful in developing and validating  suitable  analytical 
methods, but it may  not always be necessary to examine  specifically for all degradation  products, 
if it has been demonstrated that in practice  these  are not formed. 

Stress Testing (Finished Product) 

Studies  undertaken :o assess  the effect of severe  conditions on a  product. 

Light resting should  be an integrai  part oi  stress testing  (see  above). 

Special test conditions for specific  products ie.g., metered  dose  inhaiations and cream and 
emulsionsi may require  additional stress studies. 

Supporting Stability Data 

Data other that primary stability data, such  as stability data on early  synthetic  route  batches of 
active  substance,  small  scale  batches of materials,  investigational  formulations  not  proposed for 
marketing,  related  formulations,  product  presented in containers andor closures  other than those 
proposed  for  marketing,  information  regarding test results on containers, and other scientific 
rationale that support  the  analytical  prccedures,  the  proposed retest period 3r shelf  !iie  and 
storage  conditions. 

Tentative Shelf-life 

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

APPENDIX 2 

APROPRIATE TESTS 

Both physical and chemical  characteristics of the  product  should be monitored  during  storage. 
The possibility of interaction  between  the  components of a  fixed-combination  product  should be 
considered.  Where  a  pharmaceutical  interaction  appears  possible,  the  applicant  should either 
submit  data to establish 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 constituents),  should be 
evaluated and the results reported.  The  following tests must  always  be  included for all dosage 
forms: 

Appearance 
Assay of all actives 
Degradation, if relevant 

Detailed  records of all analytical  methods used  in the stability studies  should  be kept along with 
validation data. 
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Published  methods 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  personnel. If a change in procedure is necessary  during  the stability 
trial, data  should be generated and kept and processed in such  a way  as  to prove that no 
statistically significant  difference exists between  the results of the  older  method  versus  the  newer 
method. 

The  stability-indicating  methodology  should be validated by the applicant (and the  accuracy, 
precision and reproducibility  established) and analytical  procedures  described in sufficient detail 
to permit  validation. 

Degradation products 

Chromatographic or other  analytical  methods  designed to determine  the  content of degradation 
products  should be submitted with the assay results even  where  an  assay  procedure  specific for 
the  active  ingredient has been  used. 

Physical properties 

In addition to assay  for  content of active  ingredient and degradation  products, it is necessary to 
ensure that physical  properties of the  product  are  unimpaired  after  storage.  Consideration  should 
be  given to the  stereo-chemical integrity of the  product. The additionai tests will  vary  with the 
formulation in question, but important attributes of  various  dosage  forms may include  the 
following: 

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

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 tablets. 

b)  Capsules 
Moisture  content,  colour  and  appearance  (capsule shell and contents), brittleness, disintegration 
time  (when  dissolution rate is not  applicable) and dissolution rate (multipoint’profile). 

In conducting stability trials for  solid  dosage  forms  and  other  products with compendia 
dissolution  requirements,  and  which  have  a  history of bioavailability  problems,  dissolution rates 
should  be  determined  and  multi-point  profiles  presented in tabulated  form  as  a  function of 
percentage of labelled  claim’dissolved to time. 

c) Emulsions and suspensions 
Appearance  (such  as  colour  and  phase  separation),  odour, pH  and viscosity, 
resuspendability, particle size, sterility for  ophthalmic  preparations,  preserving  ability, 
preservative  content. 

d) Solutions 
Appearance,  pH,  viscosity and density,  (where  relevant),  solubility  time  (reconstitution  and 
appearance  thereof), and sterility preserving ability and  preservative  content  (where  relevant). 
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Tests  should  be  performed to ensure  compatibility  between  the  container-closure  system and  the 
product and  the results included in  the submission. 

Test  methods to determine particle size  should not employ  extensive  dilution of particles  or any 
other  manipulation  which  could affect the real particle size  existing in the  dosage  form. The 
applicability of the particle size  dependent  variable,  such  as  sedimentation  should  also be 
considered. 

After  storage,  samples of suspensions  should  be  prepared  for  assay in accordance with the 
recommended  labelling  under  "Directions  for use". 

e) Powders,  granules  (including  those for reconstitution) 
Moisture, resuspendabiiiryireconstirution time and appearance of reconstituted  product,  microbial 
limits. The reconstiruted  product must be tested according to a solution  or  suspension. 

f )  Metered  Dose  Inhalation  aerosols 
Uniformity of delivered  dose,  number of metered  doses,  particle size  (suspensions),  spray pattern, 
microbial limits, deposition of emitted  dose. 

Because  the  container  contents  are  under  pressure, filled containers  must  be  checked  for loss in 
mass  over the expiration  dating  pericd. For suspensions,  aggregate  (or  solvate)  formation may 
lead  to clogged  valves, or the delivery of a pharmacologically  inactive dose. Corrosion of :he 
metering  valve or deterioration may adversely affect the  delivery of the  correct  amount of active 
ingredient. 

g) Ointments and creams 
Homogeneity,  pH,  rheological  properties, particle size and mass loss (plastic containers). 
Preserving ability if preservative  present.  Preserving ability for all topical  preparations  containing 
corticosteroids. 

h)  Parenterals 
Small volume parenterals  include an extremely  wide  range of preparations  and 
container-closure  types.  Each  should  be  included in the stability study.  Evaluation of these 
products  should  include at least the  following: pH particulate  matter,  pyrogens  (containers  larger 
than 15 ml), syringeability of non-aqueous  products. 

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

Tests  should  be  performed to ensure  the  compatibility  between  the  container-closure and the 
product and the results submitted.  Aspects to  be  investigated on the  closure  include  possible 
pigmentation,  resealing  following  multiple  penetration and force  for  needle to penetrate. 
For Large  Volume  Parenterals  the  smallest  container-closure  size  should  be  studied,  provided that 
all container-closure  systems  are identical in composition  and seal integrity. 

A brief justification should be included stating the  reasons  for the  container  size  chosen e.g., 
largest air volume  or  largest  surface  contact etc. Additional tests - globule  size  (where 
applicable),  volume(p1astic  containers),  moisture  permeability  (where  applicable)  and 
extractables (plastic containers).  Tests  should be performed to ensure  the  compatibility  between 
the  container-closure and the  product.  These  data  must  be  submitted. 
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i) Suppositories 
Melting  range point, breaking  strength and disintegration.  The  effect of aging may also  be 
observed  from  hardening of the  suppository  base,  therefore,  control and stability testing  should 
include  disintegration  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 to be 
administered by addition to another  product (e.g., parencerals,  aerosolsj  should  be  studied  for 
stability and compatibility in admixture. 

j )  Admixtures 
For any product  intended for use  as an additive to another  product, the possibility of 
incompatibilities exists. 

4 suggested  protocol  should  provide for tests to be conducted at zero-. 6-, 8-, 24- hour intervals. 
These  should include: 
- Assay of active  ingredient  and any other  ingredient for which a h i t  is set in the final product 
specification: 
- pH (especially for unbuffered  LVPs),  colour, clarity (particulate  matter); 
- interaction with the container; 
- identification of precipitandsediment  (although  the  presence of any precipitant is already  non- 
conforming) 

k) Intra-uterine  Devices (IUD) 
Tensile  strength of the withdrawal  string  and integrity of the  package, i.e., seal strength of the 
pouch, sterility of the  device. If the  device  contains a reservoir  from which active  ingredient 
diffuses  through a controlled  release  membrane, it should be tested 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  containing an active  ingredient  uniformly  dispersed  throughout  the  matrix  must  be 
checked for in vitro release rate of the  active  ingredient  and  extraneous  extractable  substances to 
establish stability and compatibility of the  active with the  matrix. 

1) Tran  dermal  patches 
Release rate, seal integrity, mass variation, adhesive  properties. 

Content of Antimicrobial  Preservatives # 

Dosage  forms  containing  preservatives to control  microbial  contamination  should  have the 
preservative  content  monitored initially (zero  time)  and at reasonable  intervals  throughout  the 
projected  expiration  dating  period of the  product.  This may be  accomplished by performing 
microbial  challenge tests (e.g., Antimicrobial  Preservative  Effectiveness  Test of the  USP or BP 
which is applicable to unopened  containers)  and by performing  chemical  assays  for  the 
preservative. When the  minimum  quantity of preservative to achieve  effective  microbial  control 
has been determined  for  solutions,  chemical  assays  for  the full period of the  shelf-life may be 
adequate,  provided that the results of tests demonstrating  the  preservative  effectiveness  are 
submitted  for  evaluation. It is particularly  important to consider  the  adequacy of the  preservative 
system  under  conditions of use  for  multidose vials. When less than full term data  are  submitted 
for  registration  purposes, or for  a  major  change in formulation,  preliminary results for 
preservative  effectiveness  are  a  minimum  storage  period of nine  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  preservatives,  should 
be  tested  initially  (at  zero  time)  and  at  the  termination of study or at  the  end of the  projected 
expiration  dating  period  according  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 Staphylococcus  aureus,  Escerichia  coli,  Pseudomonas  aeruginosa  and 
Salmonella  species. in addition, it is recommended  that  topical  preparations  be  centrolled for the 
absence of 
Pseudomona3  cepacia,  Aspergillus  niger  and  Candida  albicans  as  well  as  any  other  topical 
pathogens  that  may  be  identified  as  potentially  harmful.  Simulated use tests on topical 
preparations  packed  in jars and on ophthalmics  are  desirable. 

Effects of Cpening  and  Closing  Containers 

Investigation  into  "in-use"  stability may  be  important for certain  sensitive  products.  Where 
applicable,  the  opening  and  closing of containers may  follow a recommended  dosage  direction 
included in Part 1.4 to the MRF application  form. 

Desiccants 

Duration of satisfactory  performance of desiccants  shouid  be  reiated  to  the  sheif-iifeiexpiry  date. 
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~ POST-IMPORTATION IDENTIFICATION AND 
! TESTING OF MEDICINES 

a ntedicine and may make amendments in keeping with the knowledge which 
current at the time of consideration of data accompanying applications fo 

to avoid delays in the processing of applications. 

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

RkGISTRAR OF MEDICINES 
os0 
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POST-IMPORTATION  IDENTIFICATION AND TESTING OF 
MEDICINES 

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

(a) Exemption  from  these  requirements will be  considered in the following 

(b)  When  very  small  quantities  are  imported  for  “selected”  patients,  or  groups 

(cj If the identification and assay  cannot be performed in South Africa  the 
applicant  musi  submit full justification  and  motivation, as the  return of 
samples to overseas testing laboratories 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 

circumstances: 

of patients. 

for consideration  for this exemption. 

2. 

3. 

Any exemption  approved will be valid for  three  years,  provided that all the 
requirements are complied  with  during  the  period of validity.  Initially,  post 
importation  testing  must  be  done  and  subsequently at specific  intervals. 

When  requesting  exemption the following  must  be  submitted: 

ii. A suitable  motivation for the request, that is, a  suitable 
projection as to the annual  usage o i  the  reievant  project,  andior 
detail of the identification  and  assay  method  which  cannot be 
performed locally. 

iii. Validation of transport, that is, evidence  that  the  conditions 
during transport are  continuously  monitored  by  temperature 
and,  where  relevant,  humidity  recorders. 

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

iv.  A  copy of the accelerated  stability  data of the  formulation  being 
applied  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 1 Form. 
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vi. An  indication  as to 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  regulatory  authority or in terms  of the WHO 
certification  scheme. 

viii. A copy of the  proposed  master release document in accordance 
with Part 2F reflecting the specifications  pertaining  to the 
product 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 results of the  tests  performed)  and  reflects  compliance  with the 
registration  retjuirexects. 
Visual  identification of the  product  and  dosage  form 
A  consignment  reference e.g. GRN  (goods  received  notice) or invoice, etc. 
(Batch  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  articies  are  accepted. 

4. Furthermore, the following  must  be  ensured: 
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 
available  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. factory,  and on receipt 
by the  applicant i.e. warehouse)  and  evaluation of the printout  with  the 
reference  to  the  stability  data. 
The  monitor  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  must  include the necessary supportive  stability  data. 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  transport 
specifications,  does  not  qualify  for  the  exemption.  These  shipments  must 
be  assayed  and  identified  as if exemption  was  not  granted in the first 
instance. 

24785-7 
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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  products  must  re-apply for exemption. 

NAME OF PRODUCT: 
REGISTRATION  NUMBER: 
DOSAGE FORM: 
APPROVED  STORAGE  CONDITION: 
QC  FUNCTION  TO  BE  AUTHORISED (point (v) below): 
ASSURANCE:  TEMPERATURE  RECORDED  IN  EACH  SHIPMENT 

Name of 

who  verified commenced (Where temperature 
le  pharmacist (Date recorded minimum 
MDhesponsib  Transport  transport humidity and Number  Product 
Signature of Mode of Duration of Maximum  Maximum Batch 

recorded relevant) and date the  printouts 
terminated) 

~ 1 

003a20a3-a 
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MASTER RELEASE DOCUMENT 

Product  name and code 

11 Batch  number 

Approved  storage  conditions 

Final  product specification reference  number 

Receiving  notice  number  (GRN) 

Date of dispatch and  of receipt 

Quantity  dispatched 

Number of containers  received 

conforms to stability profile 
submitted 

Certificate of Analysis 

Visual Identification 

Present, valid (batch 
specific),  conforms to 
MBRl, complete 

e.g. Product description, 
labelling, container,  batch 
number,  expiry  date 

I Shipping containers’ condition Clean,  undamaged 

Shipping  container label Untampered 

Shipping  container seal Present, intact 

Result 

Number 
approved, 
Number 
rejecteti 

Signature 

Position/ Function 
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ADDENDUM 2 

VALIDATION PROTOCOLS AND 
,VALIDATION REPORTS 

Medicines  Control  Council’s  current  thinking  on  the  safety,  quality  and  efficacy 
medicines. It is not  intended  as  an  exclusive  approach.  Council  reserves  the  right 
request  for  any  additional  information  to  establish  the  safety,  quality  and  efficacy 
a  medicine  and  map  make  amendments in keeping  with  the  knowledge  which 
current  at  the  time of consideration of data  accompanying  applications 
registration of medicines.  Alternative  approaches  may  be used but  these  must 

REGISTRAR OF MEDICINES 
MS M.P. M T OS0 
DATE: 27 6 p-3 
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VALIDATION PROTOCOLS AND VALIDATION REPORTS 

This  guideline  intends  to  communicate  to Industry, the  policy and requirements in respect 
of validation protocols and validation reports to  be  submitted 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 GENERAL 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  determined  by  Council as referred to in the specific  condition for 
registration of a  medicine,  namely that the  applicant shall ensure  that  the  medicine 
is manufactured and controlled in accordance  with  Good  Manufacturing Practice 
as determined by Council." 

3 WHAT VALIDATION IS: 

3.1 The  SA  Guide to GMP defines  "validate" as follows: 

"VALIDATE ... 
# 

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

3.2 Validation is an integral part of current good  manufacturing practice; it is, 
therefore, also an  element of the quality 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 

0 

0 

0 

4.2 

4.3 

4.4 

4.5 

4.6 

Validation  should be considered in the following situations: 

totally 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 unreliable indicator of  product 
quality 

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

In this phase the extent  to  which  deviations  from the chosen  processing 
parameters  can  influence  product quality should  also be evaluated. In general the 
final batch  size  should not be more  than ten times  the  batch  size of the 
representative development batches. 

The validation in the  production unit mainly  comprises the determination and 
evaluation of the process  parameters of the  facilities  applied for the  scale-up  to 
final batch size. The  control of all critical process  parameters, the results of the 
in-process  controls, final controls and stability tests should  prove the suitability of 
the  important individual steps of a  procedure. 

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

When certain processes  or  products  have  been validated during the development 
stage, it is not  always  necessary to re-validate the whole  process or product if 
similar  equipment is  used or  similar products  have  been  produced,  provided that 
the fina! product  conforms  to  the  in-process control and final  product 
specifications. 

4.7 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. 
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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  product and which details the tests to be 
carried out, the frequency of testing, and the results anticipated (acceptance 
criteria). 

6 THE VALIDATION PROTOCOL (VP) 

The Validation  protocol  should clearly describe the procedure  to be followed  for 
performing validation. The protocol  should  include at least: 
the objectives of validation and qualification study, 
site of the study, 
the responsible  personnel, 
description of equipment to be used (including calibration before and after 
validation), 
SOP’S to  be followed, 
standards and criteria fcr the relevant products and processes, 
the type of validation, 
tirne/frequency should  be stipulated, 
processes  and/or  parameters to be validated (e.g. mixing times, drying 
temperatures, particle size,  drying times, physical characteristics, content 
uniformity etc.) should  be clearly identified. 

7 THE VALIDATION REPORT (VR) 

7.1 A written report should be available after completion  of the validation. The 
results should  be  evaluated,  analysed and compared  with  acceptance criteria. All 
results should  meet the criteria  of  acceptance and satisfy the stated objective. If 
necessary, further studies  should  be  performed. If found acceptable, the report 
should  be  approved and authorised  (signed  and  dated). # 

7.2 The report should  include at least: 

the title and objective of the study, 
refer to the protocol, 
detail of material, 
equipment, 
programmes and cycles  used 
details of procedures  and test methods 
results (compared  with the acceptance criteria) 
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recommendations on the limits and criteria to  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 equipment, installation of new equipment,  major revisions to 

* major  changes to process  parameters 
* changes to facilities and installations which  influence the process 
* on  appearance of negative quality trends 
* on  appearance of new  findings  based on current knowledge, e.g. sterilisation 

change of formulae,  procedures or quality of raw  materials 

machinery or apparatus  and  breakdowns 

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

0 

NOTE: The  extent of re-validation will depend on the nature and significance 
of the changes. 

9 GENERAL NOTES 

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

9.2 Validation of tableting: In the case of an oral tablet manufactured by 
granulation and compression,  the critical process  parameters may include (but 
not  be limited  to): 
blending  time  for  the  powder 
particle size distribution of the active 
granulating  time and speed 
amount oi granulating fluid-binder concentration 
drying  time - final  moisture  content 
granule particle size distribution 
granule active content and homogeneity 
biending  time of external phase 

lubrication level with respect tablet hardness, disintegration, dissolution and 
die-ejection force 
tablet mass  and  thickness  control  uniformity of content 

If the tablet is film coated,  the  following additional parameters may require 
validation: 
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spray rate of coating solution 
inlet and outlet air temperatures 
coating  mass  of  polymer  with respect to table  appearance, friability, 
disintegration, and dissolution 

10 REQUIREMENTS 

10.1 Each applicant should  have a Validation  Master  Plan (VMP) (See  SA  Guide 
to GMP, Chapter 9) 

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

10.4 Validation  Protocols and Validation  Reports  should be available for inspection 
purposes by  the inspectorate. 

The  following is applicable: 
10.4.1 New Applications for registration: 

A VP must  be  included in Part 2E. (The VR should  only be submitted  when 
requested by the inspectorate). 

10.4.2 Applications  for  change in applicant/manufacturer/packer/laboratory 
A VP must be submitted  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  been  done, it should  be  indicated  as  such in the 
application. A VR should  only be submitted  when  requested by the inspectorate.] 

6 

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

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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I ALCOHOL CONTENT 1 

' This  document  has been prepared  to  serve  as  a  recommendation  to  applicants 

1; 1 wishing to submit  applications  for  registration of medicines. It  represents  the 
Medicines  Control  Council's  current  thinking on the  safety,  quality  and efficacy of 1 medicines. It is not  intended  as  an exclusive approach.  Council  reserves  the  right  to 

I 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 

i registration of medicines. Alternative  approaches  may  be  used  but  these  must be ' scientifically and technically  justified. The MCC is committed  to  ensure  that  all 1 medicines  gaining market  approval will be of the  required  quality,  safety  and 
efficacy. It is important  for  applicants  to  adhere  to  the  administrative  requirements 1, to avoid  delays in the processing of applications. 

11 
1 /I Guidelines and  application  forms  are  available  from  the office of the  Registrar of 

REGISTRAR OF MEDICINES 
RIS M.P. MATSOSO 
DATE: 27 /$ /Zoo3 
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ALCOHOL  CONTENT FOR MEDICINES  INTENEDED FOR ORAL 
ADMINISTRATION 

a)The following maximum  concentration  limits  will  be  allowed for ethyl  alcohol  as 
inactive  ingredient: 

0,5 % (v/v)  ethyl  alcohol  for  children  under 6 years  of  age 
5,O % (v/v)  ethyl  alcohol  for  children 6-12 years of age 
10,O % (v/v)  ethyl  alcohol  for  adults  and  adolescents  over 12 years of age. 

b)  Minute  dose  preparations are  exempted  from  this  requirement. 

c) For products  where  higher  concentration of alcohol  are  required,  (e.g.  plant  extracts 
or where  soiubiiity or preservation  might  be  probiematic),  exemption  from  ethanol 
ccncentration  limits  will  be  considered  individually,  provided LLat justification  and 
motivation  is  submitted  together  with  proof  that  the  proposed  dosage  will  not  result 
in  blood  alcohol  levels  of 25 mg/dl or higher.  (Table 1 is  attached  for  reference 
purposes only). 

d) In ail instances,  the  alcohol  content of a  mixture  must  be  stated  prominently on the 
immediate  container  label,  the  outer  label  (carton), as well as in the  package  insert 
and  patient  information  leaflet. 

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

TABLE l.# 
Volume  (Millilietres) of Ethanol  Preparation  Predicted to Produce  a  Blood Ethanol 
Concentration of 25mg/lOOrnl* (100ml=ldl) 

9% Ethanol (v/v) in Age 
Product (Weight) 

2Yr  4Yr  6Yr  8Yr 1 Oyr 12yr 
(12kg)  (16kg)  (21kg)  (27kg)  (32kg)  (38kg) 

2,5 91  122 160 205 243 289 

5 0  46  61 80  103 122 144 

7 s  30  41 53  68 81 96 

10,o 23  30 40  51 61 72 

12.5 18  24  32 41  49 58 

20,o  11  15 20 26 30 36 

250  9 12  16 21 24 29 
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* Values  were  calculated  from  data  contained in McCoy  et  al,  1979, by use of the 
formula:  dose (in milligrams) = plasma  concentration  (Cp) x volume  distributed  (Vd) 
and assuming  that  absorption  is  complete. For example,  the  calculation to obtain  the 
value of 40 ml for  a  6-year-old  ingesting  a  product  containing 10% alcohol  would  be 
made as follows: Cp = 250 mg/L  and Vd = 0.6 Lkg x 21 kg; therefore,  dose = 250 mg/L 
x (0.6Lkg x 21kg) = 3.150  mg.  Because for absolute  ethanol  (specific  gravity 0.789), 1 
g = 1.27 ml, 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. 73 110.3 March 1984, page 406. 
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DEPARTMENTOF HEALTH 
.'zDcll:; i ~ l O Y ' I _  ,<'?.,, UNCIL 

CLINICAL REQUIREMENTS 

This  document  has been prepared  to  serve  as  a  recommendation  to  applicants 
wishing to submit  applications  for  registration of medicines. It  represents  the 
Medicines  Control Council's current  thinking  on  the  safety,  quality and 
efficacy of medicines. I t  is not  intended  as an exclusive approach.  Council 
reserves  the  right to 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 €or registration of medicines. Alternative 
approaches  may be used but  these  must be  scientifically  and  technically 
justified. The  MCC is 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  requirements to avoid  ilelays  in  the 
processing of applications. 

These  guidelines  should  be  read in conjunction  with  Regulations 5,  22,24, 25, 
42 and 43 of the  Medicines  and  Related  Substances Act No. 101 of 1965. 

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

& ISTRAR OF MEDICINES 
b1S M.P. MAT OS0  
DATE: 27/3 7 21003 
Version zVICC200>iI 
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26 
10.28 1 Fluoroquinolone  Antibiotics 

27 10.29 1 Boxed warning  for  Glibenclamide & Giiclazide 
27 

I 10.30 1 Iodine  and  Iodine  containing  medicines 27 
j 10.31 1 Package  inserts  for  Metoclopramide  preparations 27 1 10.32 1 Warning to be included in the  package  inserts  for all j 27 

1 nroducts  containino  Metronidazole ~ 1 I 
1 10.33 
~ 10.34 Package  insert  warning  for  Oestrogen-containing 1 28 j 

Non-steroidal  anti-inflammatory  agents 
- I 

! 28 I 

I 1 products ! 

I 10.33 
~ 10.34 1 Package  insert  warning  for  Oestrogen-containing 1 28 j 

1 Non-steroidal  anti-inflammatory  agents ! 28 I 

I 1 products ! 

' 10.35 

29 Tamoxifen 10.38 
29 Long  acting  sulphonamides 10.37 
29  Potassium  supplementation 10.36 
29 Phenylbutazone Cpr Osyphenbutazone 

i I p 

Tartrazine (F,D & C Yellow No. 5) - Warning  in  the 

' 10.40 Topical  tretinoins - statement on pregnancy  and 
I lactations 
1 10.41 

31 Standarclised  package  inserts  for  tricyclic i 10.42 
30 Tricyclic  antidepressants 

10.43 Statement  on  Eosinophilia  Myalga  syndrome to be 32 

ackage  insert 

antidepressants 

included  in  package  inserts  of  L-Tryptophan 
containing  products 

10.44 32 Codeine  warning 
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1. INTRODUCTION 

This  guideline  serves to help  applicants with the  correct way of presenting  a 
package insert for  evaluation on application for registration of a  medicine. 
Applicants  are requested to follow the format stipulated in the  guideline, in 
conjunction with provisions  set  out under Regulation 9 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 under most circumstances. It presents  a 
scientific, objective  account of the medicines' uses and limitation as established 
by the  supporting  evidence. Ensure that all statements  are  adequately  cross- 
referenced (See Addendum' I). No promotional material may be included. 
Promotional statements and comparisons to other  agents,  indicative of any 
potential advantage  over  competitors will not  be allowed. 
After registration, the  professional package insert may not be altered without  the 
approval of the  Medicines  Control  Council. In the  case of safety-related  matters 
the Council should be informed immediately,  with  submission of an approved 
professio9al package insert,  a proposed amended  package insert and the 
evidence/motivation for  the change.  (refer to  PART 5.3 - Application  for  the 
Amendment to a  package  insert). 

2. GENERAL: 

2 .  I 

2.2 

2.3 

2.4 

2.5 

Package inserts must be typed in a  double-spaced  text with a minimum 
legibility of 6-point  Helvetica typeface in black ink  on white  cartridge 
paper or the equivalent  thereof. The package  insert text must be in at least 
English (British English) and any other  official  language. 

Cross-referencing of the  package insert shall be by leaving  a broad margin 
on the right hand side of the page  where  every  statement is clearly 
referenced. 

Ever?, statement shall be verified by a  reference  for  purposes of 
evaluation.  The  exact pageis shall be stated and. if possible, the column 
and line number.  Note,  however,  that no references shall appear on the 
finalized printed package insert. If  an entire section is quoted from one 
source. it will be acceptable to indicate the one  reference  at the end of the 
relevant section. 

The printing  quality of the package insert must be clear to enable 
duplication,  for inclusion into various documents,  during  the evaluation 
and registration process. The spelling and grammar in the package insert 
text, and typographical  errors  must be checked by the  applicant  before 
submission to the  Medicines  Control  Council.  Failure to  do SO shall result 
in a delay of the registration process. 

Electronic submissions will be preferred. 

Tq 
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3. PART 1A - PROFESSIONAL  PACKAGE  INSERT 
MULTI-SOURCE  MEDICINES 

3.1 HEADINGS  AND  PARTICULARS IN A  PACKAGE  INSERT 

Applicants shall take  note of which sources  to be used as  a  reference  for the 
different headings specified i n  Regulation  9 of Act 90  of 1997. Applicants also to 
note that in-house package  insert  templates shall be used as  a  reference  during  the 
evaluation process of therapeutically  equivalent,  interchangeable  multi-source 
medicines. (Schedule of definitions (3) of Regulation  9 of Act 90 of 1997), and as 
contemplated under sub-regulation 1 (s)(iv) of Act 90. 

Applicants shall note the  scheduling  status of medicines as determined from time 
to time by the Minister, and as published in the  Government Gazette. The correct 
term for unscheduled medicines is W o t  Scheduled". 

3.3 PROPRIETARY  NAME  AND  DOSAGE FORM 

Shall be in  accordance with the first page of the MRF 1. 

3.1 COMPOSITION 

An approved name of all active  ingredients in accordance with Part 2 shall be 
listed. 
The  quantity  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 ethyl alcohol,  where  such  quantity  exceeds 2% 
shall be indicated. 

Any ingredient which may cause an allergic reaction, or which may be harmful to 
certain individuals e.g. tartrazine,  must be indicated as such, in accordance with 
Regulation 9 of the Act. 

3.5 PHARMACOLOGICAL  CLASSIFICATION 

Shall be in accordance with Regulation 25 of the Act. 

3.6 PHARMACOLOGICAL ACTION INCLUDING 
PHARMACOKINETICS 

Shall be in line with the relevant pacldge 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 

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 

1 ,  3.8 CONTRA-INDICATIONS 

Shall be i n  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. 

I 3.9 WARNINGS 

3.10.  INTERACTIONS 

Shall be in line with the relevant package insert template  as determined by the 
Council. Any additional hformation as required Sy the applicant must be 
submitted hit11 relevant clinical data. 

3.11 PREGNANCY AND LACTATION 

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. 

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. 

3.13. SIDE-EFFECTS  AND  SPECIAL  PRECAUTIONS 

Shall be ill 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. 

3.14. KNOWN  SYMPTOMS  OF OVERDOSAGE AND 
PARTICULARS OF ITS  TREATMENT 

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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3.15. IDENTIFICATION 

In  accordance with Part 2F 

3.16. PRESENTATION 

In  accordance with Part ZD. 

3.17. STORAGE INSTRUCTIONS 

In accordance with Part 2G 

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 holder of the parallel importer license, whichever is applicable, shall be listed 
under this section of the  package insert. 

3.20. DATE OF PUBLICATION  OF THE  PACKAGE  INSERT 

This  date  shall be the  date of the Medicines Control Council Resolution. The date 
shall only change when the package insert is amended  extensively and is re- 
evatuated by Council. 

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

4. 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  multi-source  medicines above, in conjunction with Regulation 9 
of the  Act.  The  difference being that the primary source of reference for headings 
5 to 13 below shall be the  clinical study data in the SBRA, or the A”, 
whichever is applicable to that particular application. 
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1.2. SCHEDULING  STATUS 

Applicants to note that the scheduling  status of medicines shall be determined 
from time to time by the Minister. 

4.3. PROPRIETARY NAlME AND DOSAGE FORM 

Shall be i n  accordance wit!l the first page of the MRF I .  

4.4. COMPOSITION 

An approved name of all active ingredients in accordance with Part 2B(i) shall be 
listed. 
The qnantity  thereof per dosage unit. per suitable inass. per voiume. or per lunit of 
[he medicine shall be indicated. 
The approved name and quantity of an) preservative shall be listed and expressed 
as a  percentage.  The content of ethyl alcohol, where such quantity  exceeds 2% 
shall be indicated. 
Any ingredient which :na> cause an allergic reaction. or whic!l may be harmful to 
certain individuals  e.g. tartrazine, must be indicated as such, in accordance with 
Regulation 9 of the . k t .  

4.5. PHARR’IACOLOGICAL CLASSIFICATION 

Shall be i n  accordance with Regtdatim 75 of the ‘4~1. 

4.6. PHARMACOLOGICAL ACTION 

Source of particulars shall be the clinical  data in the SBEW (Summary Basis for 
Registration Application). or the AMRP (Abbreviated  Medicines Registratinr, 
Procedure) documents. whichever applies. 

4.7. INDICATIONS 

Source of particulars shall be the clinical data in the  SBRA  (Summary Basis for 
Registration Application). or the AMFZP (Abbreviated Medicines Registration 
Procedure)  documents. whichever applies. 

4.8. CONTRA-INDIC.4TIONS 

Source of particulars shall be the clinical data i n  the SBRA (Summary Basis for 
Registration Application). or the AMRP (Abbreviated Medicines  Registration 
Procedure)  documents. whichever applies. 

4.9. WARNINGS 

Source of particulars shall be the clinical data in the SBRA (Summary Basis for 
Registration Application). or the AMRP (Abbreviated  Medicines  Registration 
Procedure)  documents, whichever applies. 
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4.10. INTERACTIONS 

Source of particulars shall be the clinical data in the SBRA (Summary Basis for 
Registration Application). or the AMRP  (Abbreviated  Medicines Registration 
Procedure)  documents. whichever applies. 

4.11. PREGNANCY  AND  LACTATION 

Source of particulars shall be the clinical data in the SBRA (Summary Basis  for 
Registration Application), of the  AMRP  (Abbreviated  Medicines  Registration 
Procedure)  documents,  whichever  applies. 

3.12. DOSAGE AND DIRECTIONS  FOR USE 

Source of particulars shall he the clinical data in the SBRA (Summary Basis  for 
Registration Application). or the AMRP (Abbreviated Medicines Registration 
Procedure)  documents,  whichever  appiies. 

1.13. SIDE-EFFECTS AND SPECIAL PRECAUTIONS 

Source of particulars shall be the clinical data in the SBRA (Summary Basis for 
Registrarion Application). or the AMRP (Abbreviated  Medicines  Registration 
Procedure)  documents,  whichever  applies. 

The  side  effects that belong together shall be grouped together either in one 
paragraph or under one  sub-heading. e.g. gastro-intestinal,  skin,  hematological 
etc.. as per the System Organ Class Ciassification System of either WHOART or 
MeDRA. 
Side effects that occur more frequentl? as well as the more serious  type of side 
effects shall be listed at the beginning of the paragraph. The terms "more 
frequen:" or "less frequent" ma!' be used. 

i n  the case of multi-component  formulations, the side  effects  shall be listed 
separateij.  for each active  ingredient. 

Special precautions shall be grouped together in a  separate  sub-section or 
paraFraph. The); should  also be listed i n  order of importance. 

4.14. KKO%'K SYMPTOMS OF OVERDOSAGE AND 
PARTICULARS OF ITS TREATMENT 

Source of particulars shall be the clinical data in the SBRA (Summar), Basis for 
Registration Application). or the AMRP (Abbreviated  Medicines  Registration 
Procedure)  documents,  whichever applies. 

For treatment of over-dosage it  is usually acceptable to state,  "Treatment is 
symptomatic and supportive". There are exceptions  where a standard text is 
required e.g. paracetamol.  codeine,  beta-blockers.  Applicants  should  update 
themselves with the relevant Circulars on a regular basis. 
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4.15. IDENTIFICATION 

In accordance with Part 2F. 

1.16. PRESENTATION 

In accordance with Part ZD. 

1.17. STORAGE INSTRUCTICNS 

I n  accordance with Part ZG. 

The 5tatement “Store d l  medicines out of reack of children.” must be stated. 

1.18. REGISTRATION NUMBER 

Allocated by the  Medicines  Control  Council. 

1.!9. 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 applicable,  shall be listed 
under this section of the package insert. 

1.20. D-4TE OF PUBLICATIGN OF THE  PACKAGE  INSERT 

This  date  shall be the  date of the  Council  Resolution.  The  date  shall only 
change  when  the  package  insert is amended extensively and is re-evaluated 
by Council. 

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

5. PART 1 B -PATIENT  INFORMATION  LEAFLET 

5.1 INTRODUCTION: 

This guideline  serves to help applicants with the correct way of presenting  a 
patient information  leaflet for evaluation on application for registration of a 
medicine. Applicants are requested to follow the format  stipulated in the 
guideline. i n  conjunction with provisions set out under Regulation 10 of the Act 
60 of I997 (hereafter referred to as  the Act). 

5.2 GENERAL: 
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5 .2 .  I Patient information leaflet shall be typed in a  double-spaced text 
with a minimum legibility of 6-point  Helvetica  typeface in black 
ink on white cartridge  paper or the  equivalent  thereof. The 
package insert text must be in at least English  (British  English) 
and any other official fanguage. 

5.7.1 Cross-referencing of the patient information leaflet  shall be  by 
leaving a broad margin on the right hand side of  the page where 
every statement is clearly referenced, 

5.1.3 Every statement 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.  Note, however, that no references  shall 
appear on the  finalized printed patient information leaflet. If an 
entire section is quoted from one  source, it will be  acceptable to 
indicate the  one reference at  the end of the relevant  section. 

5 2 . 4  The printing quality of the patient information leaflet  must  be 
clear to enable duplication, for inclusion into various  documents. 
during the evaluation and registration process. The spelling and 
grammar i n  the patient information leaflet text, and typographical 
errors m:Ist  be checked by the applicant before submission to  the 
kiedicines Control Council.  Failure to  do so shall  result in a  delay 
of th: registrarion process. 

5.2.5 Electronic  submissions will be preferred. 

5.3 HEADINGS AND PARTICULARS  IN A PATIENT 
INFORMATION  LEAFLET 

The patient information leaflet must be written in easily  understandable  English, 
be consistent with the professional package insert and in accordance with the 
regulation I O .  in terms of tlie legibiiiq, language and format.  (Refer to Addendum 
I for Lay terms). 

Each immediare container should have a patient information leaflet and should 
reflect the  following: 

5.3.1 SCHEDULING STATUS 

That is the scheduling slatus of the medicine as in the professional 
package insert. 

5.3.2 PROPRIETARY NAME AND DOSAGE FORM 

Shall be i n  accordance with the first page of MRF 1 .  When umbrella / 
brand" names  are used, the applicants would be responsible to include 
precautionary statements of usage of these  products  simultaneously so as 
to inform patients of the  correct usage and potential safety concerns. 
Example. if a range of products under the  same  umbrella  name  contains 
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paracetamol: it should not  be  used in conjunction with another products in 
the range also containing paracetamol. 

I 

I 6 WHAT  THIS  MEDICINE CONT.4INS 

The composition of the medicine,  that is - 
( i )  the approved name of each  active  ingredient and the  quantity 

thereof  contained in  a dosage unit or per  suitable mass or volume 
or unit of the medicine: 

( i i j  all inactive ingredients must be listed qualitatively: 

I 7 WHAT THIS  MEDICINE IS USED FOR 

The registered indications for use of the medicine as accepted by the 
Councii in the professionai package insert: 

(e)  BEFORE TAKING THIS MEDICINE - the  following information 
should be included 

* precautions 
contra-indications 

warnings e.g. warnings  concerning  sedative  properties of the 
medicine. warnings concernins the risks invoived with sudder! 
withdrawal ofthe medicine etc must  be included here 
interactions 

“If you are  taking  medicines on a  regular basis,  concomitant  use 
of the  medicine may cause  undesirable  interactions.  Please 
consult  your  doctor,  pharmacist or other  health  care  professional 

“If you are  pregnant  or  breast  feeding your baby  while  taking  this 
medicine  please  consult  your  doctor,  pharmacist or other  health 
care  professionai  for  advice.” 

. General statement to be included in this  section: 

for advice.” 

(THIS SEI TE.biFNT SHOGLD BE  BOXED  AND  BOLDED) 

(0 HOW TO  TAKE  THIS MEDICINE 

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

Information on what to do in specific  circumstances,  for example in the 
case of a missed dose, an unexpected reaction or in the case of an 
overdose should be included. “Do not  share  medicines  prescribed  for 
you with  others.” must be stated. As well as, “In  the  event of over- 
dosage,  consult  your  doctor or  pharmacist.  If  neither is available, 
rush  the  patient  to  the  nearest  hospital or poison  control  centre”. 

(8) SIDE-EFFECTS 

( i )  This section should be in layman‘s terms for  the  consumer to 
understand - 
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(a) Side-effects associated with the use of the  particular  medicine - 

(b) Side-effects that can be easily recognised by the  patient. 
listing the more frequent  side-effects first. 

( i i )  The following general statement should be stated: 
.'Not all side-effects reported for  this  medicine are included in this 
leaflet. Should your general health worsen while  taking  this 
medicine, please consult your doctor, pharmacist or other health 
care professional for advice." 

STORAGE  AND DISPOSAL INFORMATION - 

Should contain information on  how to store the medicine  properly and 
how to dispose of unused medicine, such as by returning  such  medicines 
to the pharmacy.  The following statement must be stated: 
"Store all medicines out of reach of children." 

PRESENTATION 

The  number,  volume or mass per package unit must  be  mentioned. A 
description of the packaging material (i.e.  bottle,  blister,  etc.) should be 
included. 

IDENTIFICATION OF THE MEDICINE 

A complete  description of thc physical appearance of  the medicine. 

REGISTRATION NCiMBEW REFERENCE NUMBER 

The number as allocated by the Medicines Control Council. 
This date  shall  be the date of the Council Resolution. The date shall 
on!!. chmge when the patient 

THE NAME AND THE BTU'SINCSS ADDRESS OF THE HOLDER 
OF THE CERTIFICATE 

The name and business address of the holder of the certificate of 
registration. or the hoider of the parallel importer license,  whichever is 
applicable. shall be listed under this section of the patient  information 
leaflet. 

THE  DATE OF PUBLICATION OF THE PATIENT 
INFORMATION LEAFLET 

Note: Any deviations from the  requirements  as described in these guidelines will 
require appro\ral by the Council prior to implementation. 
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Note: 
The responsibility for ensuring that the patient information leaflet is in line with 
the regulations. including assurance that the patient informatiou leaflet 
corresponds with  the information i n  the professional package insert will 
essentially rest with the  applicant. 

6. PART 1 C- LABEL 
An example of the facsimile of the label must be included here. Requirements 
e.g. font size  as stipulated i n  the Regulations should be adhered  to. 

The following inclusions are permitted: 

'-Cor state use o n h  - Not for sale'' - for  tender items 
'-?rofessicnal sample" - samples for professionals 

s, 

Note: Any deviations frcm the requirements 3s described in these  guidelines will 
require approval by the Council in tenns  of Section 36 of the Act, prior to 
implementation. 

7. PART 1 D - FOREIGN REGISTRATION 

7 .  I 

7.3 

7 . 3  

X list of countries including SADC countries in which an application has 
been lodged and the status of sucll applications shall be furnished. 
Countries that are members of the PER Scheme. other EU countries and 
the USA should specifically be identified. Approvals (with indications), 
deferrals, withdrawals and rejections should be stated. If the medicine has 
already been registered in any of the  countries  mentioned  above,  a  copy of 
the registration certificate and the  approved  package  insert (data sheet)  as 
well as the conditions of registration, should be provided. 

It should  be stated whether  data  packages  submitted in the  countries in 7.1 
are essentially  similar to those  submitted to the  Medicines  Control 
Council, including the proposed indications. 
The  kIedicines Control Council  should  also be notified of any rejections. 
withdrawals or approvals of applications in the EU commission  (mutual 
recogpition process), Australia Canada,  the  Netherlands,  Sweden, UK and 
IJSA  during the evaluation period. Where  the  rejections or withdrawals 
relate to safety matters  details in each case should  be  provided. 

8. PART 1 - PRE-CLINICAL STUDIES 

8.1 Guidelines  are constantly evolving  as  a result of scientific  developments 
and harmonisation of the requirements of the major overseas regulatory 
authorities. The Medicines  Control  Council  endeavors to keep  abreast of 
such developments and keep its application  requirements and evaluation 
policies in line with "best international practice". 

8.2 Legislation to be read in conjunction with these guidelines is: 
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* The Act 
* Application form - PART 4 
* Regulations 

For Biological Medicines the npplicant must include  details  (published or 
unpublished) of the results ,sfan!, trials or experiments  carried out in man 
or in the  nnimal targel species. or carried ouf in other  animals,  that 
establish m d  confirn? the snfegs ofthe rnedicine, with particular reference 
to the dosage and directionsfor use. 
For medicines  other than biological medicines 

In PART 4 the applicant needs to address  the  Pharmacology and 
Toxicologv of the nledicine: 
8.4.1 Pharmacology: 

8.4.  I . 1  Pharmacodynamics: 

i )  The priman, effects of the medicine. with results in different 
animal species (ED50 values if possible)  must be addressed. 

i i )  Comparison of the  effects of the product with that of reference 

i i i )  Where relevant. the pharmacology of significant  metabolites must 

i \ , )  Other  pharmacodynamic  effects,  especially  those  that might be of 
significance for adverse effects oithe medicine, should be studied 
and described. 
Interaction studies. where relevant, should be included. 

products is valuable information. 

be investigated. 

S.4. i .1 Pharmacokinetics: 
i j  To assist i n  the interpretation of toxicological  studies, it is 

important to compare the exposure of the animals used in the 
toxicit) tesring with that anticipated i n  patients given the 
proposed therapeuric dose regimen. 

i i  1 PART 4 should,  therefore. include comparative  pharmacokinetics 
data. which includes C,,, (after  a  single  dose and at steady  state) 
and AUC data for the parent drug and majoriactive  metabolite(s), 
where  relevant, i n  human and all species used in the toxicity. 
carcinogenicit\ and reproduction studies. 

... 
I:: 1 Tiles? data should preferably bt: obtained from the toxicig 

studies. 
i \  ) Other information (for example, t',: and clearance), may be of 

value where important differences have been shown between 
animals and man. 

8.4.: Tosicolog).: 
i j  .4 summary or expert report must be submitted for each animal 

species  studied. including sex. number of animals,  dosage, route 
of administration. duration of stud), and toxic  manifestations. 
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Important points pertaining to preclinical  toxicity to consider and 
address are: 

* Dose-response relationship 
* Time-response relationship 
* Species specificity 
- Target organ specificity 
* Reversibility / irreversibility of toxic  effects. 

h4edicines that show specific  toxicological  effects, such as 
immunotoxicity, hepatotoxicity or neurotoxicity,  should be 
investigated further, taking into account the points under ii) 
New medicines, which belong to classes that are known to 
produce 3 particular toxic effect. should be tested appropriately. 
The possible mechanism(,s)  underlying the changes observed i n  
toxuiciry studies need IC) be investigated and addressed. 
Due to the local climatic conditions  the  phototoxic potential of a 
medicine should be considered. 

vi i )  The points to address i n  :he reproduction studies  are: fertiiity, 
embryonal toxicity. teratogenicity, peri- and postnatal ?fkc:s. 

8.5 The details of results from tests shall depend on the state of scientific 
knowledge  at  the  time when the application is !odged. ,4ny interim and 
final  results  3f  ongoing studies must be svbmitted as soon as These data 
become  available. 

8.6 A new route of administration or an increased daily dose of known 
excipients may result i n  the need for additional pharmaco-toxicologicai 
data. 

9. PART 5 - CLINICAL STUDIES 
9.1 

9.' 

9.3 

9.4 

Guidelines are constantly  evolving as a result of scientific  developments 
and harmonisation of the requirements of the major  overseas regulatory 
authorities (USA. UK. Sweden. EU, Canada. Netherlands,  Australia). 
The  Medicines Control Council endeavors to keep abreast of such 
developments and keep its application requirements and evaluation 
policies i n  line with "best international practice" as per introduction. 
Please refer the Medicines Control Council Clinical  trials  guidelines. 
Legislation to be  read i n  conjunction with these guidelines  are: 

* Act 
. Application form - PARI 5 .  

Regulation. 

The clinical  data must be presented in such manner that allows for  easy 
cross-referencing to the index. other  studies and the  professional  package 
insert. [Applicants wishing to submit  data in electronic form should 
discuss the requirements with the Registrar of the  Medicines  Control 
Council]. 
Data presented i n  support of the safety and efficacy of the  medicine  must 
be derived from clinic3l trials conducted in compliance with 
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9.5 

9.6 

9.7 

9.8 

9.9 

9.10 

9.1 1 

9.12 

CL.TNICAL REQUIREMENTS 
internationally  accepted GC’i‘ guidelines. The studies  must be properly 
designed and conducted and must be of acceptable  statistical power. 
Where relevant,  results published in peer reviewed scientific journals 
should be submitted. 
Clinical  trials should be conducted with the  formula  as applied for. Where 
studies have been conducted with different form~dations, comparative 
equivalence  studies need to be submitted to enable  extrapolation to the 
formula intended for  the  market. 
Normally individual patient data from clinical trials need not  be included 
in an application  dossier  (except in the  case of bioequivalence  studies 
where  the individual plasmaherum concentrations and derived 
pharmacokinetic data are to be supplied).  Tabulated individual patient 
data may be included in the  application if the  applicant  considers it 
appropriate. 
Studies designed to demonstrate  the  pharmacodynamics of a  medicine 
should address the effect of the medicine,  duration of effect, dose- 
response and tolerance. Additional action cpn the central nervous system, 
respiration. circulation. blood chemist?. liver and kidney function. etc., 
should be considered at the proposed therapeutic  dose(s). 
Pharmacokinetics  studies should be conducted with the formula as applied 
for. All relevant pharmacokinetics data  shall be given,  such as amount and 
rate of absorption  after  various  routes of administration,  plasma 
concentration. half-lives, drug  clearance.  drug  metabolism as well as the 
routes and rates of excretion. 

The  pharmacokinetics  studies  are to be carried out with both single  dose 
and multiple doses  to steady state within the  recommended  dosage  range. 
Where  applicable  the plasma concentration(s)  producing  pharmacological 
and/or  therapeutic  effects,  as well as  adverse  effects  should be presented. 

Possible  dose-dependent  pharmacokinetics  needs  to  be  addressed. 
The trial  design of the relevant clinical  studies  should be such that the 
safety and efficaq of the medicine can be established in comparison to 
either  placebo  avd/or z registered medicine in UK. USA, Sweden. 
Netherlands,  Canada,  Australia and EU. The  description of the  studies 
must include patient population size and diagnosis, in- and exclusion 
criteria,  test and comparator drug dosage  regimens and duration of 
therapy,  parameters assessed for efficac). and safety,  including  results of 
special investigations. Detailed statistical results  must be presented. I t  
should be noted tila: the randomised. double blind. placebo  and/or  active 
controlled trlal dcs~gn remains the gold standard for- establishing the 
efficac? and  safer! ofmedicines. 

The dosage of the active comparator  (refer to Section 4.10 Bio- 
equivalence of a new multi-source medicines)  musi  be in line with that 
approved for  the specific indication. 
The  patient dropouts musi be addressed. including the time of and 
reason(s)  for  withdrawal. 

To enable  evaluation of safec, of the medicine it should be noted that the 
long-term safety. particularly for  medicines proposed for  chronic use, 
needs to be addressed. 
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i) any approvals, rejections or withdrawals of applications in other 

ii) any serious  adverse  effects  observed for the  first time, or at a 

9.14 During the evaluation period. if new significant  data  becomes  available 
that is contrary to the use of the medicines. applicants  must notify 
Council. With this notification the applicant  should state it's intention. 

9.13  While  a product is being evaluated,  applicants  should notify MCC of: 

countries and 

frequency, which has become a concern. 

10. STANDARD PACKAGE INSERT  INFROMATIOh  FOR  CERTAIN 
CATEGORIESDNGREDIENTS: 

Unless the  applicant can provide convincing  evidence to the contrary. package 
inserts should contain the following. although the wording need not  be identicai. 
Standard information to be included in the professional package insert; 

10.1 GENERAL  DROWSINESS WAIRNING FOR 
ANTIHISTiiiMINES (OLD  GENERATION) 

This  medicine may  lead to drowsiness and impaired concentration that may be 
qgravated by simultaneous intake of alcohol or other  central  nervous  system 
depressants. Patients should be warned against  taking car2 of vehicles or 
machinery or performing potentially hazardous  tasks  where loss of concentration 
may lead to accidents. 

10.2 GENERAL  DROWSINESS  WARNING FOR 
ANTIHISTAMINES (NEW GENERATION) 

This medicine lacks significant  sedative  effects 

10.3 NON-CONTENT  CLAIM : "CONTAINS  NO  ASPIRIN" 

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

10.4 DEPENDENCE PRODUCING POTENTIAL  OF  MEDICINES 

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

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

The following patient warnings must be included i n  all package inserts of products 
intended for malaria prophylaxis: 
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CLINICAL REQUIREMENTS 

Because no form of prophylaxis is fully effective, the prevention of mosquito  bites 
sho~tld form the  mainstay of malaria prophylaxis. The  following preventative 
measures to prevent mosquito  bites should be taken: 

i )  endemic areas should pr&rably be visited during  the dry season or in 
years when rainfall is low: 

i i )  high risk patients should avoid malaria areas  altogether. 
High risk persons include: 
-babies and young children less than 5 years of age: 
-pregnant  women; -immune-compromised individuals  such as those 
on long-term steroids.  cancer patients and those on chemotherapy, 
AIDS patients and those who have had their spleens  removed; 

i i i )  not going  outside between dusk and dawn, when mosquitoes  are most 
active: 

iv) applying insect repellant to exposed skin and clothing; 
v)  wearing long sleeves and trousers at night; 
v i )  using mosquito nets. screens. coils or pads 

A warning that should flu-like symptoms present the patient  must inform 
the doctor that he has been to a  malarious  area. 

10.6 USE OF MEDICIIVES DURING PREGNANCY  AND 
LACTATION 

I n  cases  where  the  safety of a  medicine  with regard to its use in pregnancy and 
lactation has not been established,  the  following  warning  must  be included in the 
package  inserts for those  medicines 
"The safety of this preparation in pregnant women has not been established." 

10.7 PACKAGE  INSERTS / SLOGANS 

Advertising (slogans) i n  package inserts is not permissible. 

10.8 PACKAGE  INSERT  REQUIREMENTS : WATER FOR 
INJECTION 

General  exemption  from package insert requirements in respect of sales packs of 
water for injection will be considered provided that the  following  warning  appears 
on at least the  outer label in prominent c p e :  

"b'ater for injection must nor  be administered alone" 

10.9 PRODUCTS CONTAINING ACE-INHIBITORS 

The foliowing boxed warnings must be included: 

"Should LvOnlan become pregnant while receiving an ACE-inhibitor. the 
treatlllent must be stopped promptly and switched to a  different  medicine." 

"Sl1oLlld a woman contemplate pregnancy, the  doctor  should consider alternative 
medication." 
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The following warnings must be included: 
"ACE-inhibitors pass through the placenta and can be presumed to Cause 

disturbance in  foetal blood pressure regulatory mechanisms. Oligohydramnios 
well as hypotension, oliguria and anuria in newborns have been reported after 
administration of ACE-inhibitors in the second and third trimester. Cases of 
defective skull ossification have been observed.  Prematurity  and low birth mas 
can occur." 
10.10 ANTIBIOTICS INDICATED FOR THE  TREATMENT OF 

BETA-HAEMOLYTIC STREPTOCOCCAL  INFECTIONS 

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

"In the treatment of beta-haemolJTic streptococcal infections, a  therapeutic  dose 
must be administered for at least 10 days". 

10.11 REYE'S SYNDROME  WARNING FOR MEDICINES 
CONTAINING ASPIRIN 

The following warning be included in all package inserts for aspirin containing 
products: 

"WARNING: ASPIRIN HAS  BEEN IMPLICATED IN REYE'S SYNDROME,  A 
RARE BUT SERIOUS ILLNESS. IN CHILDREN AND TEENAGERS WITH 
CHICKENPOX AND INFLUENZA. A DOCTOR SHOULD BE CONSULTED 
BEFORE ASPIRIN IS USED P I  SUCH PATIENTS." 

10.12 BENZALKONIUMCHLOFUDE-PRESERVED 
OPHTHALMOLOGICAL  PREPARATIONS: 

The concentration of benzaikonium chloride  should not exceed 0,O 1 % and should 
not be used in preparations intended fcr soft contact lens solutions. 

The following warnings should be included in the  package insert: 
"As the possibility of adverse  effects on the corneal permeability and the  danger 
of disruption op the corneal epithelium with prolonged or repeated usage of 
benzalkonium chloride preserved ophthalmologica! preparations  cannot be 
excluded, regular ophthalmological examination is required. 
Caution should be exercised in the use of benzalkonium  chloride preserved topical 
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 
inserts for benzodiazepine should contain the following, although  the  wording 
need  not  be identical: 

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

Paradoxical reactions such as  acute hyper excitable states with rage may 
occur. If these  occur, the medicine  should be discontinued. 

There is a potential for Libuse. Withdrawal symptoms (including 
convulsions) have occurred following abrupt cessation  especially in 
patients receiving large doses  for prolonged periods. 

Injections: 
Respiratory depression due to a depressant effect on the respiratory centre 
and cardiovascular collapse may occur  following  intravenous and 
intramuscular  administration. 

Special Precautions: 
Particular caution should be exercised with the  elderly and debilitated - 
who are at particular risk of over sedation respiratory  depression and 
ataxia. (The initial oral dosage  should be reduced in these patients); 

- patients with pulmonaq disease and limited pulmonary  reserve; 
- patients suffering from impairment or renal or hepatic  function; 
- patients suffering from anxiety accompanied by an underlying 

depressive diwrder: 
- patients receiving barbiturates or othe; central nervous  system 

depressants. There is an additive risk of central  nervous  system 
depression when these medicines are taken together; 

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

the  medicine should be used judiciously  during  pregnancy and 
preferably avoided. Given during labour it crosses  the placenta and 
may cause  the  floppy-infant  syndrome  characterised by central 
respirator), depression. hypothermia and poor sucking.  It should not 
be administered to lactating mothers. 

Patients should be advised. particu!arly at the initiation of therapy. not 
to drive  a motor vehicle. climb  dangerous  heights or operate 
dangerous  machinery. In these situations, impaired decision  making 
could lead to accidents. 

Overdosage: 
Manifestations of overdosage  include  somnoience,  confusion.  coma, 
respiratory and cardiovascular depression and hypotension. 

10.14 BENZODIAZEPINE OR BENZODIAZEPINE-LIKE 
COMPOUNDS 

Product name to be inserted in [ ] 

Indications 
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[ 3 is only indicated when the disorder is severe,  disabling or subjecting  the 
individual to extreme  stress. 

Dosaze and directions  for use: 
Treatment shouid be started with the lowest recommended  dose. The maximum 
dose s110uld not be exceeded. 

For products wit11 anxiety approved as indication: 
Treatment should be as  short  as possible. The patient should be reassessed 
regularl~ and the need for  continued  treatment should be evaluated,  especially in 
case the patient is symptom-free.  The  overall  duration of treatment  generally 
should not be more than 8-12 weeks. including  a  tapering  off  process. In certain 
cases estension beyond the maximum treatment period may be necessary; if so. it 
should not take place without re-evaluation of  the patient's status. 
For products \vith insomnia approved as an indication: 
Treatment should be as short as possible. Generally the duration of treatment 
varies from a few  days to two weeks, with a maximum, of four  weeks  including 
the tapering-off  process. I n  certain cases  extension beyond the  maximum 
treatment period may  be necessary: if so, it should not take  place  without re- 
e\duatiofi of the patient's  status. 

Side-effects and special precautions: 

[ 3 is not recommended  for the primary treatment of psychotic illness. [ ] 
sl~ot~ld not  be  used done  to treat  depression or anxiety with depression  as suicide 
ma) be precipitated in such patients. [ ] should be used with extreme caution in 
patients with a histog  of alcohol or drug  abuse. 

Gspendence 

dependence. especiall!, with prolonged use and high doses.  The risk of 
dependence is also greater i n  patlents with a history of alcoho! or drug abuse. 
Once ph!ssica! dependence has developed,  abrupt termination of treatment wil!  be 
a;campanied b! withdravai symptoms.  Tnese may consist of headaches. muscle 
pain. extreme an\lep. tension,  restiessness,  confusion and irritability. 
1 1 -  se\,ere cases the following  symptoms may occur: de-realisation, 
ci~!,erjonallsarl:,n. hyperacusis.  numbness and tingling of extremities. 
h!,persens~tivit> t O  light. noise and ph!sical contact,  hallucinations or epileptic 
seizures. 

T i here is a potential for abuse and the development of physical and psychological 

1 .  , 

1 r,y>L>;iil:; sE:ĉ rlrj 
- 4  trm.;rcI?: <!,ndrme \\.her&> the s!mptoms that led to treatment with [ 3 recur 
irl an enhanced form may occur on withdrawal of treatment. It may be 
accompanied b! other  reactions including mood changes. anxiety and restlessness. 
Sinct. the risk of withdrawal  phenomenahebound phenomena is greater after 
abrupt discontinuation of treatment. it is recommended that the  dosage is 
decreased gradualll-. 

Duration of treatmen: 
The duration of treatment should be as  short  as possible (see Dosage), but should 
not elceed 1 weeks for insomnia and eight to twelve  weeks in case of anxiety, 
( * * )  including the tapering-off  process. Extension beyond these periods should 

00382083-9 24785-9 
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CLINICAL REQUIREMENTS 
not take place without  re-evaluation of  the situation. It may be useful to inform 
the patient when treatment is started that it will be of limited duration,  and to 
explain precisely how the  dosage will be progressively  decreased.  Moreover, it is 
important that the, patient  be  aware of the possibility of rebound phenomena, 
thereby minimising  anxiety over SLICII symptoms should they occur  while the 
product is being discontinued. 

(*-I Note that the duration  must be adapted according to approved  indications for 
each individual product. 

10.15 BETA-2 AGONISTS 

INDICATION 
"Treatment of reversible  ainvay  obstruction in asthma, chronic  bronchitis 
and emphysema and prevention of bronchospasm in exercised-induced 
asthma." 

Under "SIDE EFFECTS AND SPECIAL PRECAUTIONS" 
Hypokalaemia may occur. 
Overdosage may cause  cardiac effects. 
High dosages may increase  the risk of serious side-effects, including 
cardiac  dysrhythmias.  This risk is further  aggravated if administered 
concomitantly with other medicines  that cause hypokalaemia and cardiac 
dysrhythmias or in the presence of hypoxia  and  acidosis. 
The maximum dose  should not be exceeded. 

Under "DOSAGE AND DIRECTION5 FOR USE": 
Do not exceed the recommended  dose. 

10.16 STANDARDIZED  PACKAGE  INSERTS  FOR  BETA- 
BLOCKING  AGENTS 

Unless the applicant can provide  convincing  evidence to the  cpntrary,  package 
inserts for beta-blocking agents should  contain  the  following,  although the 
tvording need not be identical: 

Under "Side-effects and special precautions" 

a) Bronchoconstriction may occur in patients  suffering  from  asthma, 

b) Congestive cardiac failure and marked  bradycardia may occur 
c) A variety of neuropsychiatric  disorders may occur, ranging from 

vague  fatigue  and  nightmares to overt  psychosis 
d) the following may occur:  rxacerbation of peripheral vascular  disease, 

or the development of Raynaud's phenomenon (due to unopposed 
arteriolar  alpha-sympathetic  activation). sexual impotence, 
hypoglycaemia,  skeletal  muscle  weakness and gastrio-intestinal 
disturbances. Severe peripheral vascular  disease and even peripheral 

bronchitis and other chronic  pulmonary  diseases 

gangrene  may  be  precipitated. 
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CLINICAL KEQUIKEMEKTS 
e)  Adverse  reactions are  more common in patients with renal 

decompensation.  and in patients HIIO receive the drug intravenousl~ , 
f? It is dayerous to  administer  this  medicine concomitantl! \\.it[-, the 

following  medicines: h!.pogIycaemic epents. I,ile!l~~.tiliazi~~es a!-13 
~a r ious  antiarrh~~tlmic gents. 

NB: - Such  drug-drug  interactions can ha\ e iife-tilrealening 
consequences. 

SPECIAL NOTE: - digitalisation of patients recei\.ins lmg-mm beta- 
blocker therap! ma\ be necessarl' if congestive  cardiac failure is  iikel! to 
develop. This combination  can be considered  despite the potentiation of 
negative chronotropic  effect of the two medicines. Careful control of 
dosages and of the individual patient's response (and notebi?. paise rate 1 is 
essenlial i n  this  situation. 

g )  Abrupt discontinuation of therap) ma! cause exacerbation of angina 
pectorls I n  patients suffering from  ischaemic hear; disease. 
Discontint~ation  of therap! should be gradual.  and parients si?cuid be 
ad\,ised to limit the estent  of  their physical activit! during the period 

11) Administration to pregnant  mothers shortl> before gi\.ing birth. 01 

during  labour ma\ result in the newborn  infants being born ~~\,po;onic. 
collapsed  and h1,poglycaemic. 

i )  Patients with phaeochroI;iocytoma Llsually require  treatment \I ith an 
aipi1b-acirenergic blocker. 

. .  

' that the  medicine is being discontinued. 

Cases of mild overdose should be observed f o ~  at icas: 4 i - , . m t > ~  as aplioga 
an6 cardiovascular  collapse mal  appear sudienl). 

Gastric lavage should be performed within 4 hours of susp-cted n\ e;tiose. 
Repeated activated  charcoal is necessary in severe overdclse. 
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CZINICAL REQUIREMENTS 
Intravenous  cardiac pacing may be required for severe  bradycardia. 
Bronchospasm should be treated with IV aminophylline or inhaled or IV 
beta-agonist eg. salbutamol. 

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

The following  warnings must be included in all beta-blocker and clonidine 
package inserts. 

"Caution should be exercised when transferring  a patient from clonidine. The 
withdrawal of clonidine may result in the  release of large amounts  of 
catecholamines that may give rise to a  hypertensive  crisis. If beta-blockers  are 
administered i n  these circumstances. the unopposed alpha receptor stimulation 
may potentiate :his effect": 

"If a beta-blocker and ctonidine  are sIven concurrently, the clonidine should not 
be discontinued until several  days  after the withdrawal of the beta-blocker as 
severe rebound hypertension may occur". 

10.18  BETA-LACTAM  ANTIBIOTICS 

The foilowing statement  must be included in the  package  inserts of all beta-lactam 
and fluoroquinolone  antibiotics  containing an indication or claim for 
Pseudomonas 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 inserts  for bismuth containing  preparations  must  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: 

Under "Indications" 
Before starting  treatment with clofibrate,  attempts should be made to 
control serum lipids with appropriate  dietary  regimens, weight loss in 
obese patients,  control over diabetes  mellitus,  etc. 

If after  considering the possible benefits in relation to the risks, it  is 
decided to use clofibrate it  is indicated in types II(B), 111, IV and V 
hyperlipoproteinaemias  (Frederickson  and Levy Classification) 
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FREDERICKSON LIPOPROTEIN MAJOR LIPID 
TYPE ELEVATION ELEVATION 

I t  bas  not been established bhether the  drug-induced  lowering of serum 
cholesterol or lipid levels has detrimental,  beneficial or no effects on 
morbidity or mortality  due to atherosclerosis or coronary heart disease. 

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

Under "Side-effects and special precautions" 
Due to its action on cholesterol  metabolism,  clofibrate may increase the 
lithogenicity of bile and there is an increased frequency of gallstones. 

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

Fatal reactions have been associated  with the administration of water-soluble 
contrast  media. It is therefore of utmost importance that a  course of action be 
carefully planned in advance  for  the  immediate  treatment of serious reactions, and 
that adequate and appropriate  facilities and personnel be readily available in case 
of a severe reaction. Patients should be observed for a possible severe reaction 
during and for at least 30 - 60 minutes  after  administration of [proprietary  name]. 
Patients wi th  known or suspected  hypersensitivity to iodated contrast media must 
be closel!. observed. 

10.22 EXEMPTION FROM  PACKAGE  INSERT  REQUIREMENTS 
IN RESPECT OF CONTACT  LENS  SOLUTIONS. 

THIS EXEMPTION SPECIFICALLY DOES NOT APPLY TO ARTIFICIAL 
TEAR  SOLUTION. 
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Contact lens solutions  are exempted from package insert requirements in respect 
of contact lens solutions provided that: - 

10.23 \7'.4RNING FOR INCLUSION  IN  POTENT  TOPICAL 
CORTICOSTEROID  PACKAGE  INSERTS 

The follo\4,ing warning must be included in all potent topical  corticosteroid 
package inserts: 
"Potent topical corticosteroid preparations (name) should not be applied to any 
skin crease  areas" 

10.24  PRODUCTS FOR TOPICAL  USE  CONTAINING 
CORTICOSTEROIDS 

Package insert for all topical corticosteroid must reflect the  following: 

Under "CONTRA-INDICATIONS": 
"Corticosteroids have been shown to be teratogenic in animals following 
dermal  application. As these  agents are absorbed  percutaneously, 
teratogenicic. following topical application cannot be excluded. Therefore 
(name of product) should not be used during pregnancy." 

lQ.25 CO-TRIMOX4ZOLE 

.Ali package inserts of products containing  co-trimoxazole or long-acting 
sulphonamides must include a warning with regard to the  occurrence of erythema 
muitiforrne. toxic dermal necrolysis and allergic vasculitis. 

10.26  DICYCLOMINE IN INF4NTS 

The indication "infantiie  colic" and dosage schedule  for  children  under  six months 
of apt. be not included and a warning against its use in "infantile  colic" be 
included. 

.4pplicants  submit e\idence of. as well as a motivation for  the dosage,  dosage 
intervals. efficac) and safety of the  administration to children  older than six 
months and: 

10.27 PACKAGE INSERTS  FOR DISOPYRAMIDE 
PREPARATIONS 

Linder "Side-effects and Special Precautions" 
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CLINICAL REQUIREMENTS 
The administrations of disopyramide may precipitate cardiac  failure when 
administered to patients with congestive  failure who have been stabilised. 

Under  "Contra-indications" 
The administration of disopyramide is contra-indicated in patients with 

. . congestive  cardiac  failure, irrespective of whether  the  patient is digitalised 
or not 

., 

10.28 FLUOROQUINOLONE  ANTIBIOTICS 

Refer to Beta-lactam antibiotics 

10.29 BOXED  WARNING  FOR  GLIBENCLAMIDE & 
GLICLAZIDE 

A reduction i n  dosage may be necessary i n  patients with renal dysfimction. 

10.30 IODINE  AND  IODIDE  CONTAINING  MEDICINES 

Synthetic thyroid hormone preparations are  exempted from the following 
requirements. 
On the  LABELS  as well as the package inserts of all medicines  containing more 
than 0,60 mg iodine/ionic 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 
wanling: 

" NOT TO BE USED BY PERSONS WHO ARE  ALLERGIC TO 
IODINE" 

10.31 PACKAGE  INSERTS  FOR  METOCLOPRAMIDE 
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: 

"Pseudomembranous  colitis has been reported following  the use of 
metronidazole". 
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10.33 NON STEROIDAL  ANTI-INFLAMMATORY  AGENTS 

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

"Regular use of NSAIDs during the third  trimester of pregnancy may result in 
premature closure of the foetal ductus arteriosus in utero and possibly in persistent 
pulmonary hypertension of the newborn. The onset of labour may  be delayed and 
its duration increased." 

In  addition tc the above, the following  special precaution should be included: "In 
view of the product's inherent potenrial to  cause fluid retenrion, heart failure may 
be precipitated i n  some  compromised patients." 

10.34 PACKAGE  INSERT  WARNING  FOR  OESTROGEN- 
CONTAINING PRODUCTS 

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

"Not for use during  pregnancy. Vaginal adenosis and vaginal and cervical 
adenocarcinoma has been noted in post pubertal girls  whose  mothers  were  treated 
for threatened abortion with large doses  of stilboestrol or related oestrogenic 
substances  during  their  pregnancies." 

"An increased incidence of endometrial  uterine carcinoma. related to the 
continuous use of oestrogens in the post menopausal period, has been reported." 

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

"NOT FOR USE DURING PREGNANCY" 
# 

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

Under "SIDE EFFECTS AND SPECIAL PRECAUTIONS": 

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

Spotting and breakthrough  bleeding are possible signs of diminished 
contraceptive  effectiveness. 
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10.35 PHENYLBUTAZONE L4 OXYPHENBUTAZONE 

The indications and period of use for  phenylbutazone and oxyphenbutazone 
preparations must be restricted to "acute  exacerbations of ankylosing  spondylitis" 
and a  masimum period of use of 7 days: 

Warnings (to be in prominent  type and boxed) - the  following  must be included: 

"Because of potentially serious  and  occasionally fatal adverse  effects, use 
should be restricted to a  maximum of 7 days and the maximum 
recommended dosage should not be exceeded". 

"Caution against repeated short-term use is advised,  due to the possible 
danger of sensitisation": 

# 

"Haematological  disorders  are  potentially  fatal"; 

For parenteral dosage forms  the  dosage be limited to a maximum 600 mg 
per  da?.: 
Combination products  containing  phenylbutazone and oxyphenbutazone 
is not allowed 

10.36 POTASSIUM  SUPPLEMENTATION 

The  following  statement must be included in package inserts of medicines 
containing potassium for the purpose of potassium supplementation (under the 
heading pharmacological Action): 

10.37 LC)NG-ACTING SULPHONAMPDES 

The follo~ving safety information must  be included in the package  inserts of all 
tamosifen  containing  products: 

WARNINGS: 
"Endometrial changes 
An increased incidence of endometrial  changes, including hJ,perplasia. 
polyps and cancer has been reported i n  association with tamoxifen 
treatment. Any patients receiving or having previously received 
tamoxifen. who report vaginal bleeding  should be promptly investigated". 
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SIDE-EFFECTS AND SPECIAL PRECAUTIONS: 
"Tamoxifen was shown to be genotoxic in some in-vivo genotoxicity  tests 
i n  rodents. Gonadal t umom in mice, and liver tumours in rats receiving 
tarnoxifen were reported it! !ong-term studies. The clinical  relevance of 
these findings has not  been established. 

10.39 TARTRAZINE  (FD & C  YELLOW NO 5) - WARNING IN 
THE PACKAGE  INSERT 

I t  is required that the following  warning be included under the  heading of 
"WARNING" in the  package insert of medicines which contain "Tartrazine" - 

"This product contains FD & C  Yellow No 5 (Tartrazine) which may 
mise allergic-type reactions (including bronchial asthma) in certain 
susceptible individuals. Although the overall incidence of tartrazine 
sensitiviq i n  the general population is currently  thought to be low  it is 
frequently seen i n  patients who also  have aspirin sensitivity." 

10.40 TOPICAL  TRETINOINS - STATEMENT  ON  PREGNANCY 
AND  LACTATION. 

Oral tretinoin has been shown to be teratogenic in a wide variety ofanimals. 

Limited animal data urge caution in the use of preparations  containing  tretinoin 
during the first trimester of pregnancy. 

In the case of eventual pregnancy the patient should inform her doctor. 
Therefore. it may be concluded that cutaneous  administration of tretinoin to 
pregnant wonler? should not pose a  significant hazard, although, as with all 
medicines. its use should be avoided during  pregnancy unless the  benefits 
outweigh any potential risk to the foetus. 

I t  is not known whether  tretinoin is excreted in animal  or human milk.  Because 
many medicines  are  excreted in human milk, caution  should  be  exercised when 
applying  topical  tretinoin to nursing  women. In this  event the pr9duct should not 
be  used on the chest. 

10.41 TRICYCLIC  ANTIDEPRESSANTS: 

ACCEPTABLE CLAIMS 

Serious  depressive  conditions such as major  depressive illness, reactive 
depression and secondary  depression. The following reflects what is 
defined under the various  disorders: 
Major depressive illness: 

endogenous  depression, unipolar depression, bipolar depression 
(manic-depressive  psychosis), masked depression; 

neurotic depression: 
Reactive depression: 

Secondary depression: 
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depression  associated  with  alcoholism,  schizophrenia, and 
Parkinsonism,  depression  associated with personality disorder. 
depression caused by medicines and senility with depression. 

The  claims  for enuresis and other states which may benefit from the 
administration of tricyclic  antidepressants such as phobic ansiet! 
disturbances.  obsessive com7:risive disturbances and chronic pain. ma). be 
considered but wili require  the  submission of substantiatin9  data. 

10.42 STANDARDIZED  PACKAGE  INSERTS FOR TRICYCLIC 
ANTIDEPRESSANTS 

Unless  the  applicant can provide  convincing  evidence to the contrary. package 
inserts for tricyclic  antidepressants  should contain the  following, although the 
wording need not be identical: 

Under “Side-effects and special  precautions” 
Peripheral anticholinergic side effects: notably d c .  mouth. Constipation, 
urinary retention and pupillary dilatation with blurred vision and changes 
in visual accommodation. When anticholinergic  effects are severe. the 
medicine  should be discontinued or reduced. 

Drowsiness or exccssive  sedation in certain  patients. On the other hand 
disorientation  and  agitation,  insomnia and rzstlessness can also  occur with 
normal doses.  The risks of central  nervous  system  depression  are  greater 
when administered  together with other central nervous system 
depressants,  e.g.  alcohol,  barbiturates. 

NOTE: Elderly patients are more prone to all these effects. and therap), should be 
initiated at lower than standard  doses in the elderl>,. 

Special Precautions: 
a) At the  time of initiation of therap).. patients should be adljsecf not to 

drive  a  motor vehicle. climb  dangerous  heights or q e r a t e  dangerous 
machinery. for  at least several  days. In these  situations impaired 
decision  making could lead to accidents. 

b)  Caution should be observed with patients  suffering from a depressive 
phase of manic depressive  psychosis,  as  occasionally hypomania or 
mania can be precipitated in such  patients. U’ithdrav, the drug if the 
depression  turns into a  manic  phase. 

C )  I n  elderly  maie patients suffering from prostatism urinar? retelxion 
may be precipitated. 

d) In patients  suffering from cardiac disease,  special caution should be 
observed because of the  occasional  problems of tachycardia. 
dysrhythmias  orthostatic hypotension and other unwanted effects on 
blood pressure,  aggravation of conduction  disturbances and 
electrocardiographic  abnormalities.  Regular  cardiological and 
electrocardiagraphic  examination is advised. 
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e) Epilepsy may be aggravs:dd. 

f ,  The  medicine  should not usually be given to patients receiving other 
central nervous  system  depressants, e.g. barbiturates, and to patients 
receiving monoamine  oxidase  inhibitors  only after a  suitable interval 
(the drugs may be given together if the  dosages  are  carefully 
controlled. preferably i n  hospital). The pressor  effects of the  direct- 
acting  sympathomimetic  agents,  adrenaline and noradrenaline, are 
enhanced, and the use of local anaesthetics  containing  these 
vasoccnstrictors  should be avoided as  hypertensive  reactions may 
occur.  The  simultaneous  administration of anticholinergic  agents may 
be dangerous. The hypotensive  effect of certain antihypertensive 
agents may be reduced. 

s) Narrow-angle  glaucoma ma!; be aggravated. 

11) Withdraw the drug if allergic  skin reactions appear. 

Under "Contra-Indications": 
The acute phase of myocardial infarction.  Administraticn is not advised 
during the first  trimester of pregnancy, unless there are  compelling 
reasons for its use. 

Under "Overdosage": 
Overdosage and poisoning may be characterised by 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 in severe 
cases, respiratory depression. Epileptiform seizures may occur.  Mixed 
poisoning with other  central  nervous  system  depressants is not 
uncommon. 

Special warning: 
This medicine should at all times be kept out of the reach of children,  as 
even small doses may be fatal ro them. 

4 

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

The  following  statement must be included under the heading  "WARNINGS" in 
the package inserts of the products containing  L-Tryptophan. 

"In the USA the Eosinophilia Myalgia Syndrome has been associated with the 
intake of L-Tryptophan." 

10.44 CODEINE  WARNING 

The following warning must appear on the  immediate  container label, the outer 
label (if applicable) and the package insert of all CODEINE-containing  products. 
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"Exceeding the prescribed dose,  together with prolonged and continuous use of 
this medication may lead to dependency and addiction. 

, 
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1.  INTRODUCTION 

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

Part 3.4 - Active  Pharmaceutical  Ingredient. 

Part 2B - Formulation. 

Part 2C - Specifications  and  control  procedures  for  active  and  inactive  ingredients. 

P x t  3D - CcEtainers and Packaging  materials. 

Part 3F - Finished  Product  Pharmaceutical  medicines. -. 
P m i  Gliing iot and  diluent  Biological  medicines 

Part 3G - Stability  studies. 

Part 2h’ - Pharmaceutical  Development. 

Part 31 - Expertise  and  premises  used  for  manufacture  of  biological  medicines. 

Part 3 - Bioequivalence  studies  as  proof  of  efficacy. 

The  above Parts  must be read together wirh the  following  documents: 

ADDENDA TO THE GUIDELINES 

ADDENDUM 1: Alcohol  Content , 
ADDENDUM 3: Validation  Protocols  and  Validation  Reports 
ADDENDUM 3: Post-importation  Identification and  Testing cf medicines 
ADDENDUM 4: Stability  Studies 
ADDENDUM 5: Bioequivalence  Studies  as  Proof  of  Efficacy 
ADDENDUM 6: Dissolution  Studies 
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2. PHARiiACEUTICAL AND  ANALYTICAL REQUIREMENTS 

PART 2.4 - ACTIVE PHARNWCEUTICAL INGREDIENT 

The  International Nonproprietary Name (INN), or approved name,  or  chemical 
description of the  active pharmaceutical ingredient(s)  must  be  stated  including  the 
structural formuia. the empirical formula  and  the  molecular mass. 

The  solubility of each  active  pharmaceutical  ingredient  must be stated in terms  of a unit 
part of the substance per number of parts of  the  solvent.  or in unit mass ofsubstanco In ' 3 
given  volume  of  solvent. at a specific  temperature.  The  solvents  must  include  water  and 
the  soivent(si  rdevant  to rhe formulation. 
The  srorage  requirements  for  the  active  pharmaceutical  ingredient  and  the  retesting 
period ::lust be stated 
The name a id  Filysicai ;Idcress cf each  manufacturer  of  the API being  applied  for must 
be stated. No API from any source  other  than the approved sourcejs) may be used. 
The  Active  Pharmaceutical Ingredient File (APIF) or open part of the DMF must  be 
submitted and should inc!ude the  following  information: 

* ?!x name and physical :Iddress of  the  manufacturer  (including any intermediate 

. The l>X 131' q p l c ~ : d  !name of  the  relevant .4PI 

. The  chemical name :md chemical  structure of the API 

. .A description of  [he path\vaq of synthesis  using a flow chart  which  includes the 
starting  materials. reagents. solvent~. conditions,  processes,  duration of treatments, 
intermediates formed and any other  relevant  aspects.  Note  that  specifications  and 
control  procedures for substances used in this  process  are  not  generaily  required. 
(The  specific  processes  under any  intermediate  manufacturer  must be identified) 

manufacturer') 

* Evidence  of  occurrence of isomers  and  polymorphism, where  applicable 
Structure  elucidation for NCEs 

. A description of impurities  and a clear  distinction  between  actual  and  possible 
impurities 

. ,A description  of possible degradation  products 

. The phksical and chemical properties ofthe API 

e Tile detailed  methods used for  identification  and  assay,  including  chromatograms 
wherever relevant 
COA results  relating to at least two  full-scale  batches  manufactured not more  than 2 
vears  prior to date of submission 

- Results of stability s;udies performed on the API obtained by the  above method of 
synthesis.  The  conditions under  which  degradation  products are  formed. A validated 
stabiiit)i-indicating assay method must be used in these  studies,  and  must be 
described in rid!. Supporting  chromatograms  wherever relevant must be included. 
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2.1.6 Alternatively. if available. an EU certificate of suitability (CEP)  can be submitted. 

Ensure  that  the  CEP is accompanied by report A and any  appendices  mentioned in 
the  CEP. I f  a  CEP is submitted,  detailed  methods  for  the  identification  and  assay of 
the API is 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 X ) .  

2 .  I .7  Certificates  of  analyses  (CoAs) 
Valid CoAs*  of  two  batches of the  API,  purchased and received by the 

manufacturer  of  the final  product  must be submitted. Any test not included in the 
valid CoA  as  specified in Part 2C must be performed by or  on  behalf  of  the 
manufacturer  of  the  final  product. A valid CoA must be on the  letterhead  of  the 
manufacturer  of  the  API. 

3.1.8 When more  than  one  manufacturer is being  applied  for or when  different  methods of 
synthesis  are used in the  manufacture  of  API,  the  following  must  be  submitted: 

2.1.9 

2.1.10 

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

b) Communication  pointing  out  the  differences in the  methods  used,  where 
applicable,  and  the  differences with regard to  the  impurity  profiles  and 
residual  solvents.  The  specifications  for  the API must  make  provision  for 
these  impurities and residual  solvents 

c )  Valid CoAs* issued by each  manufacturer or site and the  analytical 
reports issued by or  on  behalf  of the manufacturer  of  the  final product. 
For new sources  the valid CoA* is required. 

d )  Comparative  critical  tests  e.g.  identification,  assay,  solubility  and/or 
dissolution,  particle  size  distribution,  polymorphism,  optical  rotation, 
residual  solvents  and  impurity  profiles,  performed  on  samples  from  each 
source  to  demonstrate  physical  and  chemical  equivalence,  must be 
performed by the  same  laboratory  (either  the  laboratory of the 
manufacturer  or an independent  laboratory).  The  same  analytical 
methods  and  equipment  must be  used for  these  tests.  These  results must 
be presented in  tabulated  format. 

*Valid  as  defined in the  cGMP 

Stability  data on  new chemical  entity APIs must be generated  according to the 
stabilit:, guidelines. 
For biological  medicines.  specifications of raw  materials  used in the  primary 
production lot are required: 

a)  in  the  case of n biological  medicine of microbial  origin, histoly and 
pvepavation of the seed lot must be described  with  specific  reference to 
the  tests  that  are  carried out on such a  seed lot to establish  and mainrain 
the integrit?, thereox 

bl Particulars of the  composition of ail culture  media used in the 
preparation and testing of a biological  medicine  must be given. 

. 

P 
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c) Particulars  must be given of the  other  biological  source material from 

whicll a biological medicine (e.g. blood,fractions) is extracted.  incfutiing 
[he origin of culture or blood. 

d) Specifications  must be  at the  level of the  latest  editions of recognised 
pharmucoporial reference  books and  any  deviations must  be disclosed 
andjitlly substuntiated. 
Relf^erence only to the  recognized pharmacopoeial  reference books  shall 
be ucceptuble wilere [he  specifications  correspond to the  reference. 

2.1.11 For bioiogicd medicines Juli details of tests  carried out on the  raw materials 
must be provided.  (Refer to WHO guidelines on Bioiogicals). 

2.2 PART 1B - FORMULATION 

2 2 . 1  The  formula must j h O W  the INN or approved  names and/or  chemical  names of all XPls 
m d  approved  names of escipien:s (inactive  ingredients)  includins  those that do not 
remain in the final product after  manufacturing. 

_._._ 7 1 1  The  name and the amount of the XPI must correspond to the  name  and  quantity  stated 

_._. 7 ? j  A product may  contain  more than one API provided  that 
under  Composition in the package insert. 

a)   exi l  API makes a contribution to the  claimed  indications; 

b ,  the effect  of  combining the APIs in one product does not decrease h e  safety, 
stability or efficacy ofthe product; and 

c) the product provides rational concurrent  therapy  for a significant  proportion of the 
target population. e.g.  tuberculostatic  combinations. 

3.2.4 Each ra\v material must be listed together  with its quantity  per  dosage unit. This would 
include  the  vehicle(s),  solvent(s)  or base(s). In  the  absence ofan  approved name(INN)  or 
chemical  name. a chemical  description  or  characterization of the  substance must be 
given.  Special Technical characteristics  of  the  excipient,  where 3pplicable. must he 
indicated.  The technical grade  of excipients. where relevant, must be indicated. 

_._. 7 3 j  The  purpose of each inactive ingredient  or  excipient  must  be  stated  brietly. If the  excipient 
is used for multiple purposes in the formulation. each  purpose  must be mentioned. 

7.1.6 For inactive  ingredients,  such as coating  formulations, or excipients that are  chemically 
modified. the  chemical  composition and the  quantity of each component  must be specified. 

1.7.7 Any overages  for the API must be srated separately  and  the  justification  for  them must be 
given.  The label claim  quantity must be stated  and  the  excess  quantity  indicated  as  the 
actual quantity or as a percentage. For example, 500 mg + 5 mg (=1%) overage* 

*Use the asterisk to indicate the  justification  for  the  overage. 

2.1.5 Where a potency adjustment  for  the 4PI has to  be  made, a statement  to  the  effect that the 
actual quantity of the active will depend on the potency. and  the  excipient(s)  that will be 
used to adjust  the bulk quantity must be identified.  as well as the manner in which the 
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adjustment will be made.  Potency  calculations  and  formulae, where  applicable,  must be 
included and  must  also be shown in PART 2E  (Manufacturing  Procedures). 

1.2.9 Permitted  flavouring  and  colouring  agents  (that  comply with the The  Foodstuffs, 
Cosmetics  and  Disinfectants  Act, Act 54 of 1972), because  of  their  complexity in many 
instances, may be described i n  terms of their  main  constituents  only,  provided  that 
appropriate  chemical  identification and characterisation  for  them is given in the  relevant 
section.  The  Colour  Index  Numbers  (Foodstuffs,  cosmetics  and  disinfectants  Act, 1972 
Reg. Food  Colourants ) of  colourants  must be included in the  formula.  The use of  dyes, 
printing  ink,  coating  materials,  flavourants and organic  solvents is subject  to  the  same 
safety  and  quality  requirements  that  apply to medicinal  substances. 

2.3.10 The  content of alcohol, if included in medicines for oral  administration,  must  comply 
with the  requirements  of  Supplementary  Guideline SG 1. 

2.2.1 1 Where  the  vehicle is added up to the  required  volume or mass of the  product,  the  actual 
or  estimate  quantity  of  that  vehicle may  be stated.  However,  expressionssuch as "add up 
to'' and '*q.s.'' are  acceptable.  Solutions  added to adjust  the pH must be described in terms 
of composition  and  strength  (normality,  molarity,  etc.), but it is not necessary to state  the 
actual  quantity  added  as  none may  be added  or  only  minute  quantities may be needed. 

2.2.12 For capsules.  the f i l l  mass.  as  well as the capsules size,  composition  and  mass 
must  be  indicated. 

3.2.13 In the  case  of  coated  dosage  forms,  the  theoretical  mass of the  core,  coating  material,  as 
well as  the  total  mass  of  the  dosage f o r m h i t  must be indicated 

2.2. I-/ For biological  medicines  the  details of any solution  supplied by the  mantlfacturer,for  the 
reconstitution  before  use of a dried  biological  medicine  that is ofered for sale in a dried 
form shall he suppiied 

2.2. Ij osiciy levels per dosage  unit  must be indicated for all solvents  and for other  ingredients 
when  required b,v Council.  Levels  must be indicated as per USP DI or Martindale, or  The 
Complete Drug Reference. etc. 

2.3.1 Specifications  and  the  limits  of all active  and  inactive  ingredients  must be listed and 
adherence to pharmacopoeial  requirements (BP, USP and EP), where  applicable, is 
recommended. Any deviation from such  specifications  and  limits  must be fully 
substantiated. Use of  any  other  pharmacopoeia  must be justified  and  acceptable  to  the 
Council. I n  the  latter  case,  copies  of  the  relevant  monographs  must be included.  More 
than one pharmacopoeia ma!; be  used for  the  active  or  inactive  ingredients provided that 
each  individua!  reference is used fully and no: partially  or selectively.  For  example, USP 
ma!-  be used for starch.  and B? for  lactose. 

2.3.2 Any in-house  specifications  that  are  at a lower  quality  standard  than  that of an  approved 
pharmacopoeia  must be fully  motivated.  subject  to  approval by the  Council. 
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Additional  specifications  for  isomers,  polymorphs,  as well as impurities,  particle  size 
distribution, residual solvents, etc., where  relevant,  must be submitted for all APIs 

Control  procedures  for all active  and inactive ingredients  must  be fully described. When 
pharmacopoeial  methods  are used. copies  of  those  procedures  must be submitted. 
Specification limits and the control procedures  for  particle  size of  APIs which have a 
solubility of less  than I part in 300 parts water,  and  for  those  which  the  Council may 
request, must be submitted. Partic!e size must be stated in SI units  (pm). Exemption from 
this requirement may  be granted if the API is ,Idministered  as, a clear  solution. 
Colourants  and  flavourants must comply with either  one  of  the  following: 
a)  at least a specification limit and  control  procedure  regarding  chemical 

identification and a statement that the  flavourants  comply  with  the  general 
requirements  and that the  colourants  comply  with  the purity criteria of  Act 54 of 
I971 (The Foodstuffs, Cosmetics and Disin€eectants Act, Act 54 of 1972). 

b j  at least a speciiication limit and control  procedure  regarding  chemical 
identii-icxion snd s stztemezt ha t  it complies  with [he directives ofthe EU or  the 
register of the FEA. 

The following  minimum reqcir-ment must be confirmed: 

a )  Identification  and assay of ;he API will be  performed irrespeaive  of the 
possession of a certificate  of  anaiysis from the  manufacturer. 

b) Identification  of  the inactive ingredient will be performed  irrespective  of the 
possession o f a  certificate of analysis  from  the  supplier:  and  that 

c) Any  tests not inciuded in a valid* certificate ofanalysis will  be performed. 
*valid as defined by c GMP 

lnactive  ingredients for which a conclusive  identification test is not described. all those 
parameters  which are specific to the identification of those raw  marerials  must be listed 
and  the  tests performed irrespective of :he possession of a Certificate  of  Analysis from 
the  supplier. 
Microbial  limits  and  control  procedures for all  natural raw materials of organic origin. 
must be included. 

Frequency of testing  of water. if applickie.  shall be included.  Water  must  be tested at 
least once a week  for  microbiological  contaminants,  and  daily or just  before  use for 
conductivity. pH and total organic  carbon if applicable. 
All  raw material  of  bovine  origin must be certified  BSE/TSE  free  and  talc,  asbestos-free 

For biological medicines: 
(1) Specifications for the prirnar? production lot used in the manujacture of the final 

,filling lot ofir biological medicine and specifications for all raw materials,for the 
diluent must be listed. 

b) Tests of a biological source material must include  tests to confirm the 
identtficntion. s a f k n  rind potency of The primary  production or bulk lot used in 
the mantlfhctul-e of rhc  ;inn1 fiiiing lot. 

c) Parameters and criteria of acceptance to  confirm the identification. safet)/ and 
potency ofthe product must be provided. 
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2.4 PART 2D - CONTAINERS AND  PACKAGING MATERIALS 

2.4. I F d l  details of the  immediate  container  specifications  and  limits,  including  the  nature of 
material.  dimensions  and  sketches  where  applicable,  as well as  those of applicators and 
administration  sets.  the  closure  system.  wadding  and any other  component in  direct 
contact with the  product.  where  applicable, and a  description of the  control  procedures 
must be supplied. 

2.4.2 A brief  description of the  outer  container, if any,  must  also be given. At least the  nature 

2.4.3 The  type of container  described here must  correspond  to  that  described in the  package 

1.4.1 If the product is packed in bulk containers,  the  type of material of the  container  must be 

2.4.5 ,411 pack sizes  must be described in  the submission. 

of  the  material  must be mentioned  e.g.  Outer  cardboard  carton. 

insert under  “Presentation” and in the  stability  studies. 

stated 

2.5 PART 2E - MANUFACTURING PROCEDURES 

2.5.1 .An Inspection Flow Diagram  must be included. 

2.5.1 Tne batch manufacturing  formula  and  the batch size(s) must be included.  Where  more 
than one batch size is indicated,  the batch formula of all batch sizes  must be given. 

2.5.3 A copy  of  BatchIMaster  manufacturing  document  for a real  batch  must  be 
submitted. In addition,  either  a  comprehensive flow diagram or a  description of’ 
the  manufacturing  procedures  detailing  the  various  stages  of  manufacturing musi: 
be submitted.  Indicate  the  type  and  size  of  equipment  (including  sieve  sizes  ir 
pm).  duration  of  treatment,  temperature.  light  and  humidity  conditions,  machine 
settings  (e.g  rotation  speed or rpm)  etc.  The  frequency  of all inprocess  control 
tests  (analytical,  microbiological,  and  physical)  must be shown in the flon, 
diagram  or  specified  in  the  description. 

1.5.4 A copy of the BatcWMaster  Packaging  document  or  a  comprehensive  description of the 
packaging  procedures.  detailing  the  various  stages  of  packaging  and  labeling  must be 
submitted. The type  of  equipment used in the  packaging  process  must be indicated.  The 
in-process  tests and control  procedures  carried  out  during  the  packaging  process  must be 
included. 

2.5.5 .4 process  valiriatio~ prntocol must be submitted  and.  subsequent  tc  this.  a  validation 
repart v\ hen akaiiabie  (see Addendum 3: Validation  Protocols  and  Vaiidation  Reports) 
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2.6 

2.6. I 

2.6.2 

1.6.3 

2.6.4 

1.6.5 

2.6.6 

2.6.7 

2.6.5 

2.6.9 

2.6.10 

2.6.1 I 

PHARMACEUTlCAL & ANALYTICAL REQUIREMENTS 
PART 2F - FINISHED  PRODUCT 

Final product  specifications  and limits must  be listed for  in-process  controls,  final 
product controls (batch release), stability controls  and  the  manipulated final product ( i f  
applicable). 
The' description of the final product must correlate  with  the  description  given  under 
"identification" in the package insert. 
Content  uniformity must be specified and a control procedure  must be submitted if the 
quantity of  the API is less than 2 mg  or less than 2% mass  per  mass of the total mass of 
the dosage unit (e.:. tablet, capsule,  suspensions, etc.), unless  otherwise  requested by 
Council.  The  active  content assay need  not  be performed  separately in the  case  where 
Uniformity of Content has already been performed for  batch  release  purposes. 
For quality  control md batch release purposes. final product specifications for all solid 
oral dosage forms a d  suspensions shall include a requirement for dissolution of !#!(SI 
tunless otherwise requested by Council. 
Disintegration time. ~vhere relevant. for example  for  chew tablets. matrix  tablets  and soft 
gelatin  capsules h i l l  be determined as a lot release requirement  on all batches on  which 
dissolution is not determined as a criterion  for lot release  as well as for  stability. 
Disintegration  time can be  used as a lot release  requirement  for  preparations  containing 
multivitamins  and minerals. unless a dissolution  requirement  for a specific  product is 
included in the USP. in which case  dissolution  must  be  done as a lot release  requirement. 
See Appendix 2 of Stability guideline  (Addendum 4, for  minimum  suggested 
specifications required for each  dosage  form. 
For imported products. at least the identification and assay of  the APT content  must  be 
performed by an approved laboratory (FPRC)  after  importation.  This is intended to verify 
that the  product has not been affected adversely during  the  transfer process. Exemption 
from this  requirement may  be applied  for  according  to  the  Guide on Post-importation 
Identification  and  Testing of Medicines (See Addendum 3). 
The tinal non-analytical release criteria must include  the  verification ofthe appearance of 
the dosage  form. the container.  the  package insert. the label, the batch number. the  expiry 
date  of  the product. the  certificate of analysis  and  the  batch  release  documents  (Final 
Produc: Release Responsibility or  FPRR  functions). 
A l l  control  procedures  other  than  those from a recognized  pharmacopoeia  must  be 
described in full.  Copies of pharmacopoeial  procedures,  when  referenced,  must  also be 
submitted. 
A complete  analysis report or  certificate  ofanalysis for one  batch  (pilot or production not 
older  than 2 years)  ofthe finished product must be submitted  with  the  application. 
The full validation  data of the assay method of  the API related to batch release  must be 
submitted.  Chromatograms  confirming the separation of the  active from the  degradation 
products. if relevant. must be included (See Addendum 4: Stability studies). 

I t  must be demonstrated that the assay method is stability  indicating, i.e.  it must 
distinguish between the APls and the  degradation  products. 
If the assay method used to determine  the API content is not  stability  indicating,  then it 
cannot be used for assaying  after importation. 
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If the assay method  (chromatographic) is taken from one  of  the latest recognized 
pharmacopoeias.  then  other partial validation data. e.g. system  suitability  and specificity 
must be submitted. 
If different assay method!s are used for stability testing,  then a full  description of the 
method and the validation thereof  must be submitted. 
Supportive  Chromatograms  for  the validation must be submitted. 

3.6.13 All other  quantitative assa! methuds (for preservatives.  degradation products. antioxidants, 

3.6.13 For a product  from a non-biological origin which has endotoxin  levels.  the validation data  as 

1.6.14 If the endotoxin levels are not determined  according  to  the  method ih a recognised 

dissolution assa!. e t c ~  must be validated and the validation data  included. 

required by the ESP i BPI EP must be submitted. 

pharmacopoeiz. the validation data must  be submitted  for  evaluation. 

3.6.15  For  medicines  imported  into  the  country see Addendum 3. 

1.7 PART 2G - STABILITY DATA: FIIL'ISHED PRODUCT 

2,7.1 All applications  for  registration  of a medicine  must be submitted  with  stability  data in accordance 
urith the  minimum  requirements  stated in Addendum 4: Stability studies. 

"7.2 The stabiiir? program  must be described in detail and mus: include  the  following informaticn: 

( a )  Conditions  (temperature. humidit! i 
( b ~  Tin: poinrs f,.r t:j:ing 5.2. 3_nmn:n:. 6 mon:h; etc 

( c )  Specifications t o  br aetermined 

(d) Ho\i ofien the stabilit).  testing w i l l  be performed on  future  batches  (should be  in accordance 
\vith cGIt4P guideiines. 

2.7.3 Stahlit!  data m w  be presented in a tabulated  format and must  include  the  following: 
i .  Eatcli No. (Confirm that  the  formula is the  same  as  the  one  applied  for) 

i i .  Date of manufacrure. 
11:. D x t  0:' commencement of stabilit) stud! 
i t .  N z n e  of manL;kt:lrer. 
v .  Source of API (manufacturer not the  supplier). 
\ , i .  indicate  whether production:pilot/esperimental batch. 

Vii.Container  (Confirm  that  the  container is the  same as the  one  applied  for). 
v i i i .  Storage  conditions (must be controlled  according to guidelines). 

ix. Specificalions ana iimits. 
L Slahiiit!. rsul ts .  
xi.Discussion and conclusion of shelf iife for each type of container  must be provided. 

... 
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2.8 PART 2H - PHARMACEUTICAL  DEVELOPMENT 

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

2.8.2 A, separate Pharmaceutical Expert Report (of not  be more than 25 pages of A4 paper) 
must be submitted with each application and must include at least the following: 

a) Active  Pharmaceutical  Ingredient(s): 
0 Comment on the synthesis of the API(s); 

Discuss all physco-chemical properties, e.g. solubility, water content, 
particle size. crystal properties, polymorphs, chirality, stability etc. Reference 
may  be made to the APIF. 

b) Formulation: 
Motivate and explain the function of the inactive ingredients; 
Indicate the safetyltoxicity protile ofthe inactive ingredients; 

0 State any interactions likely to occur or that may occur under  given 

Motivate!explain  all overages; 
Discuss relevant physico-chemical parameters separately, e.g., dissolution 

0 Include pre-formulation studies and motivate. 
0 Novel formulations and excipients must be discussed /explained. 

ProductionIManufacture: 
0 Describe how the manufacturing method was derived; 

Describe how in-process controls and validation plans were developed. 

circumstances; 

and choice of medium, pH. etc. 

d) Stability: 
Discuss the stability of the final product formulation and the parameters used 
during stdbility and to contirm quality for lot release; 

Discuss the containxs used during stability studies; 
Discuss dissolution: 
Conclusion on stability and shelf-life allocation. 

e) Conclusion in Expert  Report 
f) Name,  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 21 - EXPERTISE  AND  PREMISES  USED  FOR  BIOLOGICAL 

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

2.9.1 A description  of  the  premises  where  preparation  of  the  primary  production 
or  bulk  batch  are  carried  out,  names,  qualifications,  field  and  experience  of 
the  persons  involved 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. 

2.9.2 A floor  plan  of  the  premises must be included. 
2.9.3 If the  premises  are used for  other  purposes  such  details  must be supplied. 
2.9.4 Conditions under which the  product is stored must  be described. 

3. PART 3 - BIOEQUIVALENCE  STUDIES AS PROOF  OF 
EFFICACY 

3.1 Where clinical evidence in support of efficacy has not  been submitted. studies and data to 
demonstrate the pharmaceutical and/or biological availability of the product must  be 
included. 

3.2 The applicant may request partial or total exemption from these requirements if efficacy and 
safety are intended to be established by means of clinical data (or for other reasons 
determined b! the Council): Provided that clinical trials have been conducted with the same 
formulation as the one being applied for. 

3.3 For details on requirements for bioequivalence refer to Addendum 5: Bioequivalence Studies 

3.4 The following must be included: 
as Proof of Efficacy as well as Addendum 6: Dissolution Studies. 

a) The purpose of the study must be stated. 
b) Full details of the reference products used as the standard for reference purposes 

(including the applicant, proprietary name.  lot number, expiry date. etc.) must  be 
supplied. The reference products used  must  be motivated and will  be subject to 
approva! by the Council. 

c )  Details of the method used  must be given. 
d) Full data must be submitted. (including all individual patient data) 
e )  A discussion and the conclusion drawn  from the data must  be submitted 
9 !f pharmaceutical availability or equivalence data is submitted. the studies must 

be carried out according to the guidelines determined by the Council, and the 
data must be submitted in the format determined by the Council. 

the data obtained by the method  used. 
g) The applicant must state whether there are any in vivo-in vitro correlation from 
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h)  The applicant must confirm that the data submitted have been obtained with  the 

formulation being applied for. 
i )  Bioequivalence studies must be carried out for all antibiotics and bioavailability 

for antimicrobial preparations (such as for tuberculosis) unless otherwise 
determined by the Council. 

j )  . ' The applicant must IT ;~ivate and justify why the study and the results obtained 
should be acceptable. 

k) When bio-equivalence studies  are  submitted  in  support of efficacy of the 
formulation.  the  Application  control  document for bioequivalence  studies 
included  under FORMS must  accompany  the  data. 

REFERENCES 

1. ICH Guicieiines (QIA,  Q1B and Q1F) 

2. WHO Guidelins on biologicals 

3. Stability Data Package for Registration in Climatic  Zones I11 and IV 
( Q W  

4. Photostability Testing (QlB) 
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LIST OF ABBREVIATIONS 

API 

APIF 

BSE 

BP 

CGMP 

CoA 

CV 

DMF 

EP 

E u 
FDA 

FPRC 

FPRR 

GMP 

INN 

MC C 

NCE 

NTI 

TSE 

ESP 
USP DI 

W H  0 

Active  Pharmaceutical  Ingredient 

Active Pharmaceutical  Ingredient File 

Bovine Spongiform  Encephalitis 

British  Pharmacopoeia 

Current  Good  Manufacturing  Practices 

Certificate of Analysis 

Curriculum  Vitae 

Drug  Master  File 

European  Pharmacopoeia 

European Union 

Food and  Drug  Administration (USA) 

Final  Product Release Control 

Final Product Release Responsibilih 

Good  Manufacturing  Practices 

international  Pionproprietary  Name 

Medicines  Control  Council 

New Chemicai  Entity 

&arrow  Therapeutic  Index 

1 ransnlissabie  Spongiform Envcephaiopath! 

United States Pharmacopoeia 
[Jnited  Stated  Pharmacopoeia  Drug  Index 

World  Health  Organisation 

-r. 
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TERMINOLOGY 

Active  pharmaceutical  ingredient 
A substance or compound that is intended to be  used  in the manufacture o f a  pharmaceutical 
product as a therapeutically active ingredient 

Finished  product 
A product that  has undergone all stages of production. including packaging in its final container 
and  labe!iing 

Inactive  ingredient ' 
A substance or compound that is  used in the manufacture of  a pharmaceutical product and does 
!lot contribute to the therapeutic effect of the product, but  is intended to enhance the consistency. 
appearance. integrity. stability. reiesse characteristics, cr other feames of the product. 

Manufacture  (manufacturing) 
A l l  operations of purchase of materials and products. production, quality control. release, 
storage. shipment of finished product and related controls 

Medicine 
As detined in section 1 of the Medicines and Reiated Substances Act 1965. (Act No. 101 of 
1965) 

Medicinal  product 
See pharmaceutical product 

Pharmaceutical  product 
Any preparation for human or veterinary use that is intended to modify or explore physiological 
systems or pathological states for the benefit ofthe recipient 
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L 
cs GENERAL INFORMATION 

MEDICINES CONTROL COUNCIL 

DEPnRTMEt IT  ,OF W E i L T l i  
. . _.. . . ...,. " . 

GUIDELINES FOR REGISTRATION OF MEDICINES IN 
SOUTH AFRICA 

y e  as a recommendation  to  applicants  wishing  to 
medicines. It represents  the  Medicines  Control 
, 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  efficacy of a medicine  and  may 

knowledge  which  is  current  at  the  time of 
pplications  for  registration of medicines. 
these  must  be  scientifically  and  technically 
that all medicines  gaining  market  approval 
efficacy. It is important  for  applicants  to 

ts  to  avoid  delays  in  the  processing of 

on with  Regulations 5,22,24,25,42 and 43 
No. 10l'.of  1965. 

uidelines  and  application  forms  are  available  from  the office  of the  Registrar of 

t!k GISTRAR OF MEDICINES 
MS M.P. MATSOSO 
DATE: '27 / 4 /Zoo3 

Version MCC2003)'I 
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MEDICINES CONTROL COUNCIL 

GUIDELINES FOR THE REGISTRATION OF MEDICINES 

NOTE: These guidelines outline the format and data requirements for preparation  and 
submission of an application for registration of medicines, and  should  be  read in conjunction 
with  the  Medicines  and  Related Substances Control Act (Act 101 of 1965, and the 
'Regulations to this Act.  

1. INTRODUCTION 

The  registration of medicines i n  South Africa is governed by the provisions and requirements of 
the  Medicines  and  Related Substances Control Act No. 101 of 1965, and  the Regulations and 
Guidelines published in terms thereof. The relevant sections of the Act  and Regulations that 
apply t~ these guidelines are: iiegulation 2 ,  Regulation 5, Regulations 8, 9. and 10, Regulation 
22. Regulation 24 and  Regulaiion 25. 

These Guidelines describe the information  required  with the application form for registration of 
"medicines"  and for application to  amend a registered medicine. The information submitted will 
be  evaluated in terms of  the Act. 

The  aim of these Guidelines is to assist applicants in the preparation of documentation of 
applications for the  registration of medicines for animal and  human  use,  namely a new medicine 
(for a ne\\ chemical entity [NCE]), a multi-source (generic) product, a product  line extension, 
or a biological medicine. 

I t  is a legal  requirement  that data submitted for evaluation must satisfactorily substantiate 
claims for cure and  must  meet technical requirements of quality,  safety and efficacy of  the 
medicinal  product  for  the  purposes for which  it is intended. The Guidelineslare meant to guide 
the applicant in meeting the requirements of the Act. It  is  acknowledged  that in some instances 
scientific developments may dictate alternative approaches. Hence,  where the applicant chooses 
to deviate from a guideline, a motivation for such deviation must be submitted, the decision 
must  be  fully explained, motivated  and  justified in the  expert reports submitted with the 
application. 

Whenever there is doubt. applicants are advised to consult the Medicines Control Council 
(MCC) for confirmation and/or clarification before completing and submitting the application 
form. Applicants must always refer to the current version  of the relevant Guidelines  for the 
Registration of Medicines in South  Africa and  the  Addendums thereto before completing the 
application form. 

Guidelines are dynamic  and constantly evolving as a result of scientific developments and 
harmonisation of the requirements with  regional  and international regulatory authorities. The 
MCC endeavours to  regularly  update  the guidelines to reflect current thinking and keep its 
technical requirements and evaluation policies in line  with  "best  international medicines 
regulatory  practice". 
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2. GENERAL 

2.1 SCOPE  OF THESE GUIDELINES 

The M C C  requires that an  application  be  submitted  for registration of medicines for purposes 
ofsaie and marketing in South  Africa. 

These guidelines are relevant only to  htunan  and  veterinary medicines. Separate guidelines 
that  apply  to  the  registration  of  complementary  medicines  and wedical devices should  be 
referred to 2nd are obtainable from  ;he office of the regislrar. 

Eligibilin, to apply for registration ofa  medicine is governed by Regulation 21 of the Act. 

.An application  may be made by any person residing and doing business in South  Africa.  by a 
closed corporation incorporated in South  Africa, or by a company  with at least a responsible 
delegated  person residing in South  Africa. 
,411 Applicant Master File  must  havc  been  submitted  previously to MCC and a satisfactory 
Applicant  Inspection  performed  If  the  applicant is not a registered pharmacist or registered 
veterinarian, the application must  be  co-signed by a Responsible Pharmacist as defined in rhe 
Pharmacy  Act  (Pharmacy  Act No. 53 Of 1974 as amended, Section I )  or a registered 
veterinarian  who  may sign applications for  registration ofveterinary products, or the applicant 
must  be a person  with appropriate knowledge of all aspects of the medicine and  who shall be 
responsible  for  communication  with Council. 

2.3 CONFIDENTIALITY 

The confidentiality of infmnation sutlmitted  to  the Medicines Control Council  is  provided  for 
by the  Act (Act No. I O 1  of 1965. Section 34). A  member of the MCC. a Committee member 
or a staff  member  may NOT disclose to any  person  any infonnation i n  relation  to  the 
acquisition, supply, marketing, importation,  export, development, manufacture or research in 
connection with any medicine, veterinary  medicine  or  any other matter related thereto, except 
for the  purpose  of exercising hisher powers or for the performance of his/her functions under 
the  Act  or  when  required to do so by any competent court or under any  law. or with the 
written  authority of the Director-General.  Certain conditions may apply regarding the Access 
to  Information  Act.  and an officer designated as the Chief Information Officer shall be 
responsible  for disclosure of  such  information. 

The MCC may insist on written  confirmation of the  identification  and affiliation of an 
individual  inquiring telephonically or in person about a medicine. No information shall be 
disclosed telephonically. 

2.4 LANGUAGE 
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I n  terms o f  Rcguiation 23, of the Act, all applications and supporting data submitted to the 
bledicinzs Control Council must  be  presented in English.  Any  documents in languages other 
than  English  must  be  accompanied by  an  English translation (see regulations). 

2.5 WHERE TO SEND APPLICATIONS 

Appiications hot i ld  be posted or delivered to the Directorate: Operations and Administration 
i n  Room 204. Hallmark Building, 337 Proes  Street.  Pretoria.  where  they  will be iogged  and 
xk11ou ledyed. A l l  correspondence should be addressed  to  the Registrar ofhledicines. 
The MCC will not take  responsi'tlility  for  documents  posted or delivered to any  place or i n  
an! Inanr?er G t k r  thau as described 

3 .  .An>  of the ingredients of a product  is  listed in one of the Schedules to  the  Act 

b. The  product is a medicine by virtue of the definition of a medicine in the Act. The 
Meciickes m i  Xelated Substances Control Act, 1965 (Act 101 of 1965) derines a 
inedicine as: 

"an). substance or mixture of substances used or purported  to  be suitable for use or 
lnanufactured or  mld for me i n :  

( I )  the diagnosis. treatment, mitigation or prevention of disease, abnormal  physical 

( 7 )  restoring. correcting o r  modifying any somatic or psychic function in man; 
or mental state or the symptoms thereof in man; or 

and includes any veterinary medicine. 

* c. If the  Product falls under any of the pharmacological classifications as specified in 
Regulation 75 ofthe Act. 

d. 111 addition.  the  intended use of a product  and  the  texb'wordsluse i n  promoting the 
product.  even  if no claims are  reflected on the label,  may  still render a product 
registerable. [f a substance is not ordinarily eaten or drunk by  man,  it cannot be 
considered a foodstuff only because there are no apparent claims. Legislation requires 
thar  eve:? medicine shall be: registered  by the Council  before  it  may  be sold or 
marketed.  Where a medicine has  been  called up as a complementary medicine, the 
relevant provisions and guidelines shall apply. 

2. If it is a complementary medicine. 

2.7 TYPES OF APPLIC4TIONS 
blsdicines for htlman and animal use are divided into the following types for purposes of ease 
for e\duatiou and determination of fees: 

_ - 1  -.  , . I chemicai entities (NCEs) 

. - 7  

-. .- "tulti-sourceigeneric applications (including line extensions) where  clinical information 
is presented to support: 
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7.7.3 

1.7.4 

2.7.5 

2.3 

* safety  and  efficacy ofa new indication 

Multi-sourceigeneric (including line  extensions] applicatiolls with: 

- dissolution studies as ev~dence in support  of comparative efficacy 
- bioavailability studies as  evidence in support of comparative efficacy 
- other availability data  as  evidence in support of comparative efficacy 

Other  multi-source/generic  (including  line  extensions)  applications  e.g. 
liquids/solutions not mentioned  under 2.7.3 above. 

Biological  medicines 

FEES 

For  medicine  registration  the  following  fees are relevant: 

i) A non-refundable pre-screening fee. accompanying  the  screening  submission 
ii) Xn applicaticn fee, rcconlpanying the applicatior.  for  registration; 
111) X registration fee,  payable  when  the  application  complies to all requirements for 

i v )  An annual  retention fee tct maintain  registration. 
V I  A fee to cover any amendments to the dossier  or  certificate. 
vi) A  fee to cover any inspeaion of any manufacturing  site. 

The  fees  are  determined  according  to  the  type of application  and  will  be  published in 
the  Government  Gazette. 

. . .\ 

registration,  and is payable  before  a  registration  certificate  is  issued; 

2.9 GUIDELINES ON SAlME OR SEPAIUTE APPLICATIONS FOR THE 
PURPOSE OF REGISTRATIODl (For  easy  reference  see  table  below): 

2.9.1 Tablets/Capsules/Suppositories&ozenges 
i) An application  with different pa.&-sizes of  the  same  strength  and  formulation  will be 

ii) Applications  with different strengths andor  formulations will  be considered  as 

ii i)  Uncoated  and  coated tablets of the  same  strength and formulation  will  be 

considered  as  the  same  application 

separate  applications. 

considered  as  separate  applications. 

2.9.2 Syrups&iquids/Solutions  (excluding parenterals)/Creams/Ointments 
i) Applications  with different  conta.iner sizes of the  same  strength  and  formulation will 

ii) Applications  with  the  same  container size of  different  strengths  and/or 
formulations will  be considered as  separate  applications. 

be considered  as  the  same  application. 

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

of  different  volumes will be clmsidered as separate  applications; 
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ii)  A%)Plica[ions  with HmpOuleS containing  solutions of different strengths will be 
considered  as  separate  applications; 

ii i)  App1ications  with  ampoules  and/or  single  dose  vials  containing dry powder, cry-stals 
etc. of different mass will be considered as separate  applications: 

i v )  bpl icat ions with  ampoules and single  dose  vials  containing  the  same  respective 
masses ofd? powder. crysta1.s etc, will  be considered as separate  applications; 

Applications  with m p o u k s ,  single  dose  vials, as weil as disposable  syringes and 
cartridges  containing ider?tical  scllutions of the  same  strength  and Same \iolume of 
liquid  wiil be considered as the  same applicatio11 

vi) Applications with  denta!  cartridges  containing  fluids of different voiLllnes will be 
considered as the same  application: 

L-ii) Xppiicatiurls ::~.ith ampoules  canraining  "water fer injeclicn!', but 3f differen; 
w i u m e  a.ill be considered as the  same  appjication; 

L- i i i )  Special  ampoules  of  dry  powder and "water  for  injections  contained in the Same 
unit. but intended  for  mixing at the  time  of injection. may  be  collsidered as the 
same application  provided that  the  "water for  injections"  is fully described  in  the 
dossier: 

in the  rsconsTitution of a preparation  for  parenteral use.  may  be considered as the 
same appiication.  depending on the  relevant  information  being  submitted; 

x )  Multi-dose tkds o f the  same  strength  and  formulation in different  volumes  may  be 

ix)  A4mpou!es  containing  identical  solutions of different  voluDes  used only 3s a diluent 

considered 2s the same applicatior13 depending on the  relevant  infcrmation  submitted 
(administered  xcording to  the  same  dosage  schedule); 

xi) Multi-dose 1,ials and a single ddse ampoule  of the same formulation will  be considered as the 
same  application  provided that the single-dose ampoule corresponds to  the dose indicated for 
the multi-dose vial: 

and having thc same concentration  when  reconstituted  may  be  considered as the  same 
appiication: 

biological  medicine w i l l  be  considere'd as a the same application provide! that  the diluent is 
also fully described i n  the dossier together with the medicinal product; 

packed i n  containers of exactly the same type of material, may be treated as the same 
application, depending  on the relevant  information submitted; 

.xii) hlulti-dox \.ids ccntaining dry powder of different mass and the same  formuialion, 

xiii) ,A container ofdiiuent 10 be  used with any  preparation in (iii), (iv) or (x$ including a 

s i v )  Infusion soltltions ofthe same  or diffsrent volumes  and of the same formulation which are 

xv)  Infl~sion  solutions  ofthe  same or d;lfferent volumes  and ofthe  same  formulation 
which are packed  in  containers macle of  different types of  materials  shall  be 
considered as separate  applications: 

xyi)  Should a preparation.  packed in plastic  containers,  be  intended  to be marketed  in 
glass containers  containing  the same volume and the  same  formulation. it may be 
considered as the same application  ixovided the following  data are submitted: - 

a)  characteristics of the  rubber  stopper; 
b)  specifications for the gSass; 
c )  a  comprehensive  manufacturing  process  with  particular  reference  to  the 
washing  and  sterilization  cycles  and  apparatus  used; 
d)  data  on  particulate  matter  (contamination); 
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e )  stability  data  with  reference to the  effect of  the  pH  of  the  solution. 

u i i )  Products with the same neng th  and formulation but with  different  colours  and/or 

siii 1 .Applications c o i h n i n g  ;he same active pharmaceutical  ingredient(s),  and vgbere 
aciditional indications are sought,  where  such  new indicatictns render the product 
in a different  scheduiing status. or different  pharmacological classifcation or  have 
any  other  restrictions  imposed  other  than  the  original  appiication. will require  a 
separate  registration. 

2:1vours will be considered as separate  applications; 
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TABLE FOR SAMEISEPARATE APPLICATIONS 

1 Type of applications 
I 

Each  individual  dosage  form of a particular  medicine 
Deviations or variances of the  active  ingredient of a product 

1 Tablets/Capsules/Suppositories/Lozenees 
! 1 .  Different  pack-sizes  of  exactly  the slme strength  and  formulation 
‘ 7  , _. 3ifftrcnt strengths  and  formulations 
1 J .  Llicoated  and  coated Lablets of the Same stre!l!::n 2nd formulation 
’ SvrupsiLiquidsiSolutions (excluding  parenterals)  /Creams/Ointments . 

1 -  

1 .  Different  container  sizes ofthe same  strength  and fornulation 
3. The  same  container  size  of  different  strengths  and  formulations 

[ .Ampoules,  Vials and  Large  Volume  Parenterals 
1 1 .  hlnpoules containing  identical  solutions ot‘ the same  strength  (provided  the dose 

1 :. .4!npoulrs  containing  solutions ofdifferent strengths 
1 3 .  Ampoules,  single  dose  vials  containing  masses of dry  powder,  crystals  etc. of 
j different mass 
1 4. Ampoules.  single  dose  vials  containing  the  ,&me  respective  masses  of dry  powder. 

5. Ampoules.  single  dose vials. as well as pre-filled  disposable  syringes  and  cartridges 

6. Dental cartridges  containing  fluids of the same strength  (provided  the dose remains 

7 .  Ampoules  containing  “water  for  injection”,  but  of  different  volumes 
8. Special  ampoules  of dry powder  and  “water for injections”  contained in the same 

unit ,  but intended for mixing  at  the  time of in-iection 
9. Ampoules  containing  identical  solutions of different  volumes  used  only as a diluenl 

in the  reconstitution of a  preparation  for  parenteral use, pending  relevant  information 
IO. Multi-dose  vials  of  the  same  strength  and  formulation in different  volumes, samc 

dosage  schedule 1 1 I .  Multi-dose vials and a single  dose  ampoule of the same formulation if the singig 
I dose  ampoule  corresponds to the  dose  indicated for the  multi-dose  vial; 
I 13. Multi-dose vials containing  dry  powder  of  different  mass  and  the  same  formulation 

13, A container of diluent  packed  together with any preparation  described in 3., 4. and 

I 1 - 1 .  Infusion  solutions of the same or different  volumes  and of the  same  formulatior 
I which are  packed in containers  of  exactly tht: same  type of  material  depending on 
i the relevant  information  submitted ’ 15. Infusion solutions of the  same or different  volumes  and of the  same  formulatior 

which are  packed in containers  made  of  different  types of materials 
16. ,4 preparation,  packed in plastic  containers,  intended  to be marketed in glass 

containers  containing  the  same  volume  and  the  same  formulation  provided the 

remains  constant) but of different  volumes 

I crystals  etc. 

containing identical solutions of the  same  strength  and  same  volume  of  liquid 

constant) but different  volumes 

and having  the  same  concentration  when  recorlstituted 

12. including  biological  medicines 

[ following  data  are  submitted: - 
I - characteristics of the  rubber  stopper: 

- specifications  for  the glass 
- a con~prehensive manufacturing proz4:ss with particular  reference to the 

I 

I washing  and  sterilizing  cycles  and  apparatus used: 
~ - data on paniculate  matter  (contamination); 
I 

- stability  data  with  reference to the  effect  of  the pH of  the  solution. 
Products with the  same  strength  and  formulation but  with different colours ando 

Same 
application 

X 

X 

X 

X 

X 
X 

X 

X 

X 

X 

X 

X 

X 

X 

Separate 
application 
s required 
X 
X 

x 
x 

X 
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' Type  of  applications Same 

i s reqtiired 
! tlavours 
1 Applications  containing the same active pharmaceutical  ingredient(s).  and where I I I 
' additional  indications are  sought. ,where juch new indications  render the product in d i I ! 
~ different  scheduling  status. or different  pharmacological  classific3tion or WITH Ah! ~ 

! x  1 

i ~ 

! 

i ADDITIONAL PROPRIET.4RY ?d.AME or hs\ 2 any other  restrictions imposed ~ ~ 

1 other :ha11 the ariginal  application , I v '\ 

i ~ 

I - ! Different  applicants/proprier3ry  names for same  formula 
i Same  fomlulation  applied for under  different  proprietary  names or by diffzrenl I I 
i applicants. ~ ! X  

~~ ~ 

The MBRlform for application !for registration  prescribed by Act I!) i af 1965 is 
rep lacd  5). the  hledicices  Registration Form [XLW 1). There wii! 20 ! L ; r i p  be a 
separate f i m  for bioiogicai medicines. 

Circlliars  issued before  and durin;; the  transfornation  process  rnaae  refexnce to the 
-1Imexures of [he previous MBR1 appiication form. These Guide!ines T , v i i !  be 
continuously  updated to reflect poiicies  deveioped by the  Councii. 

For  ease of reterence the  foilowing conversion rabie is included. 

~ MBRI FORM ' MRF 1 ~ SUBJECT 
I Cover  page ' Cover  page ..\dministrative Sat3 

.Annexure 1 Part X. R. C : PI P!L ' Label 
~ .Annexure 2 1 Part 2B i ~ Formulation 
, 

~ Par t3B i i  i Formulation  for  reconstir~tio~~ !ic;uid !>r i ':l?ai 5l i ins 
I I 

~ iot* 
i .Annesure 3 Tart  3.A i j Active  Tharmaceutical  Ingredienr 

~ Annexure J Part 2c I Raw materials  ispecifications'l 
.-\mesure 5 

~ Part7-C I Raw materials  (control mrocedures I 

1 Annexure 6 Part 2c 1 Raw materials  (release laboratories) 
~ Annexure 7 I Part'F 1 Finished  product 
I Xnnexure S ~ Part3D i Container  and  packaging  materiai 

1 .Annexure 9B ~ Part ID I Container  and  packaging  materlai , re!esse criteria 

1 .i\mexure 10 I Part3G I Stability  program  and  data 
i Annexure I I I Part2E j Manufacturing  procedures 

I Part 3A i i  i Primary  production  lot* 

Annesure 9.4 ' Part2F ~ Finished  product  (release  criteria and ,nus I 

1 
i 1 and laboratories) 

, I j of efficacy 
~ Annexure I4 ~ Part -I 1 Pre-clinical  studies 
~ .Annesure I j  P3lt 5 1 Clinical  studies 

Annexure I 6  i Part2H 1 Pharmaceutical  development 
Annexure I of Old ~ Part 31 I Expertise  and  premises  used  for  manufacturing of 1 
Biological Form i ~ blologlcal  medicines* I 

I 

I .  . 
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3.1 

3 .- 1 1  

3 .-I. 

3.5 

3.6 

3.7 

3.8 

3.9 

L 
% 

GENERAL  INFORMATION 

I * Biolorrical Medicines. only 

PREPARING A N I  SUBlMITTING AN APPLICATION FOR REGISTRATION 
OF .4 NEW MEDICINE 

Applications  for  registration ol'a medicine  must be submitted  on  the  MEDICINE 
REGISTRATION FORM ( M U  1 )  obtainable  from office of  the  Registrar  of 
Medicines. 

Each p q e  of The zpplication  must  be  numbered  and  the  printing  must  be  clearly 

I11des according to the MRF 1. 2.00. 2B-i (refen-ing to PART 2B, first  page). 
Doubie-sided  copies  are  ailowed  except  for  package  inserts. 

The  applimtion for registration  dossier  must  be  properly  indexed by the  use of  clearly 
labeled  tabs  to  indicate  each PART  of the  dossier. 

Each  P.4RT must contain  a  com,plete  index to  that specific  PART. 

The  application for registration  must  be  properly  bound  on  the  left  side  as  this  allows 
for easy updateiaddition of pages.  Binding is left to  the  discretion  of  the  applicant, 
however.  the  use  of  lever-arch  files is not  accepted. 

The  applicatiom'covering  letter  rnust  be  bound  to  the  application  dossier. 

The  cheque  must be attached  to  the  covering letter. Proof  of  electronic  payment  and 
copies  of  deposit  slips  must be submitted  with  the  application forms 

The  requirements  with  regard tcl metrication in accordance  with  the  Trade  Metrology 
Act must be  applied. I 

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

* Applicant  name 

Iqihle.  

Name  of  the  product 
The  contents of the  box  e.g.  File  numbers,  Parts,  Sample,  Cover  letter,  Cheque 
TtC .  

. Product  identification  code  for  each  application (e.g. NCE-04NOVOl) 
* Number of boxes  e.g. 1 of 10 
- Type of application  e.g.  expedited  registration, AMRP - Colour  stickers  indicating  screening  copy  (red) or post-screening  copies  (green) 

In the  case of expedited  registration,  approval  letters  must  be  attached.  Applicants  are 
advised  to  consult  the  relevant  schedule of fees. 
3.10 A duly  completed  pre-screening  checklist  and  screening  form,  a  product  sample  and 

the  non-  refundable  prescribed  screening  fee  tha: is attached to the  cover  letter, must 
accompany  each  application. 
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3.12 

3.13 

3.14 

3.15 

3.16 

3.17 
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On  receipt  at  the  MCC.  all  applications  for  registration  will  be  subject  to a pre- 
screening  according to  a  check;.ist  (see  attachment A). 

Upon  successful  pre-screening,  the  application  will be logged  onto  the  system. 
allocated  an  application  number  and  a  letter  acknowledging  receipt of the  application 
and  the screening fee  will be issued to  the  applicant. 

I f  the  pre-screening is unsuccessful.  the  applicant  will  be  notified  via  e-mail  or fax to 
collect  the  application within a certnin  period of time  or  the  application  will  be 
submitted :o council  for 3 decis:lon. 

After successhi pre-screening h e  appiicadon n i l  be sucjecred :O iecihical  screening 
according  to  the  screening form (MW 2). 

The HOLD and RETCRN IXCOMPLETE  screening  outcomes will be 
communicated to the  applicant  together  with  the  reasons.  Time  frames  for  the 
applicant to submit  outstanding  infomation  or to collect  the  application will also be 
communicated to the  applicant. 'The outcome  of  the  screening  and  the  submitted 
screening  docurnentation , n d l  !x tabled  at  the  next  Council  xee:ing  for a decision. 

The  ACCEPTED  screening  outcome. the  application  fee.  the  number of  copies  and 
the  time  frame  for  these  copies to be submitted will  be  communicated to the  applicant. 
Where  an  expedited  registration has been  approved  the  application 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  letter. 

The cor;ect number of q i e s  of .Ipplications 2nd addirioml  docmxnts required  for 
the  evaluation  of  the  aFplication must be submitted  in :he format detailed  in  section 4 
below. 

1. PRESENTATION OF SCREENING  AND POST SCREENING  COPIES 

In  order  to  facilitate  processing c f  the  application  for  registration it is required  that 
certain  Parts  of  the  appiication  for  registration  be  duplicated  and  submitted as 
prescribed  in  the  screening  approval  letter  together  with  the  application  fee. All 
documentation  must be in English or the  original  document  must  be  accompanied by a 
translation  into  English. 

No  additional  documentation  other  than that which  has  been  clearly  stipulated  below 
may be bound  in  any of  the  tiles  identified  below. 
Where applicants  have  submitted  electronic  applications,  there  must  be  prior 
arrangements  with  the  registrar fo.r such  applications.  which  will  be  submitted  in  the 
prescribed  format. 

1.1 Screening submission: 
Covering  letter 
Screening  fee 
Completed  pre-screening  checklist 
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Completed  screening f o ~ m  
One  compiete  application for rezistration  dossier 
'File 1 '  below 

( i )  File 1 (with original  submission €or screening) 

Cop!, of the  latest  Inspection Report [not older than 2 years) from the  Medicines 
Control Coun~ i l  :!;?ci ur f'oreig:? reguiarory  body  recognized by the Cou11cil for 
the  manufacturer of imported  medicinal  products  and  medicines  Inspection flow 
diagram (what  about locail:i  manufactured  medicines 
GMP'LVHO certiiicate 

Qne sample ;.f smalies: pack sizc 
Satch manufacturing  doctlments  for the sample  submitted or available  for 
inspection 
License  for M a n u f x w e r .  F'scke:, Laboratory 
Proof of registration af the C u m p n y  and  the  authorised  person as a pharmacist. 

C>l.'l= L L  i'licate ui .icai?sis for tile sampie submitted 

4.2 Full submission: 

Covering  ietter  and  appii23tion lees. plus  the  number of copies  requested by MCC 
post screening. 

(ii) File 2 
Covering  letter 
Application  for  re2isrratio:l MRF 1 front  page 
Copy of screenin2 form i MRF 2. completed in M I  \ 

Parts 1 A. 1 B. IC. 1 D. 2.4. ?R. 2C. 2D. 2E. 2F. 2G and 2H 

(iii) File 3 
Covering  letter 
Application  for  registration JAR!! i fi-ont page 
Parts 1.4. 19. and ?B 

(iv) File 1 
CGvering  letter 
Application for regismrion YIRF 1 front  page 
Parts 1'1. 1B. 1C. 3B. 3E. and 3F 

(v) File 5 
Covering  letter 
P.4RT 2.4 

(vi) File 6 
Covering letter 
S B U ,  Clinical Expert  Rzport. if applicable 
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(v i i )  File 7 
Covering  letter 
Application  for  registration MRF 1 front  page 
Parts 1 A. 1 C, and ID. 
Approved  foreign  package  insert/s 
Clinical  and  Toxicological  Expert  reports 

(viii) File 8 
Covering  letter 
Application  for  registratiop. h lW 1 front  page 
Copy  of screening form i ; V T R F  2. completed i n  hd!) 
Parts 1.4. 15. IC. 1D. 2.A. .3B. 2C. 22. 2 E  31.’. 2G. 25. :. xii 5 

4.4 The  applicant  will not be prmitted to communicate dirx:!!:. 1,vith :hz :s-aicator. ,%l 
queries  and  concerns  must be cornrnunicated  through  the sxretariat. 

5. Summary Basis of Registration  Application (SBEL-I) 

a )  General 
To expedite  the  review  process of the  safety m a  efficacy or-‘ medicines it is 
required  that an  Summary  Basis  for  Registration  Applicarion (SBl2.A: accompany 
each  application  for  registration  where  a  clinical  and  pre-clinical  expert  report  is 
not  presented  and  clinical/pre-clinic31  data  is submitted in support  of  the 
appiication. 

The  SBRA is  intemied to be 3 vel?: brief  and  concise document  containing the 
core  data on the  basis  of  which  the  applicant  intends  to  obtain  registration  for the 
product.  it  is to be presented as ;f summary  only:  therefore lio articles.  reports  etc. 
are to be incorporated  into  the  SBRA nor should  such  papers  be  attached to i t  
zither.  as  these  belong Lvith the f ~ d l  submission. 

.Applicants must  ensure that  the  general  quality of the studies,  proper  cross- 
referencing to the data.  explanatory  notes  and  the  quality  of  photocopying  and 
binding  are of an  appropriate  standard. SBRA must be  cross-referenced  with  the 
documentation  submittsd to  the  Medicine  Control  Council. 

Adaptation  to  the  format  prescribed in b)  below.  to  suit  each  individual 
producvdosage form  at  the  discretion of the  appiicant.  where  speciiic  items  are 
not  applicable.  may be necessary.  Applicants  are  kindly  requested  to  leave a wide 
lefi-hand margin  (of at least 5 cm), for  office  use. 

b i  SBRA  format 
Refer to format  below  for  details  and  a  completed  hppothelicai  exampie. 
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L GENERAL INFORMATION 
z 

SL3lM4RY BASIS FOR REGISTRATION  APPLICATION (SBRA) 

1. THIS APPLICATION  INVOLVES: 

4. XAMECS) of  Registration  Person  and/or  Medical  Adviser  responsible  for  compilation 
of  this  application. and telephone  number  where  responsible  individual  may be 
contacted  during  office  hours: 

Name  Position  Oualifications Tel. No. 

5. PROVEN (ESTABLISHED) E'HAKVACOLOGICAL ACTION: 
I 

(Only  information  concerning  the  clinical  issues and indications  claimed  are  relevant). 
(blXXIMUM 100 WORDS). 
(.At !east two key references in support.  preferably  published - see 13 below). 

6. EVIDENCE  OF  EFFICACY  IN HUMANS: 

(Data  should  be  summarized in tabulated  format,  preferably  under  the  following 
headings. as applicable: 

Key trial(s) reference  number: as listed under  item 1: of SBRA 
Trial design : indicate  with  abbreviationsisymbois.  e.g. 

DNB = double-blind 
SB = single-blind 
0 - open 
x =  cross-over 
P = parallel  groups 
R =  randomized 

- 
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c =  controlled 
PC = placebo-controlled 
M C  = multicenter 
LS = Latin  square 

Indications/Diagnosi:j. 

Number  of  patients treated  with  each drug. 

Dosage  range used 

Duration of treatment. 

Rzfeierence/comparative drug(s). 

Parameters evaluatedl'findings. 

Statistical  data 

(Please  indicate  separately.  the total (overall)  number of patients  treated  with  the 
prodL!ct) 

Indicate  clearly  which trials  were donehot  done  with  the  formulation and dosage 
form.  for  which  registration is being  applied  (as  reflected  in Part 2B of MRF). 

(Free  comment, if required, V ~ X ~ l V M  200 WORDS, excluding  tabulated  dataj. 

7. MAIN SAFETY ISSUES AND TOXICOLOGY: 

7.1 Human  studies: 

(List  side  effectdadverse  reactions/toxicdogical profile, with incidence 
figures  and  key  references). 

7.2 Pre-clinical  studies: 

(Animal  and in vitro  toxicology  data) 

(Free  comment. if  required:  MAXIMUM 200 WORDS, excluding  tabulated 
data). 

8. EVIDENCE OF LONG TERM SAFETYEFFICACY 

Tabulate key long-term  studies,  their  duration.  indications,  findings,  tolerability,  etc.; 
with  references,  where  applicable). 

(Free  comment. if  required:  MAXIMUM 100 WORDS). 

00382083-8 
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9. 

10. 

11. 

12. 

13. 

L - GENERAL INFORMATION 

EVIDENCE OF BIOAVAILABILITY AND PHARMACOKINETICS OF THE 
ACTIVE COlMPONENT(S): 

[Methods used and number of subjects  studied to be clearly specified. where 
applicable.  Pharmacokinetic  data  summarized in tabular  or  graphical form is 
essential). 
( k 1 ~ Y I M U M  100 WORDS). 

For medicinzs  containing  more 1:han one  active  component.  provide  a  summary of 
2videncC r ;vith key references'). i:h;-.; each contributes mate:iaily to the  efficacy ofthe 
product. 
(MAXIhiL1.i i 00 WORDS ). 

Countrv Date of registration 

PROPOSED SCHEDULING STATUS: 

(Provide  reasons briefly. and  illustrate  structural  formula) 

LIST OF KEY REFERENCES; 

(Directly  applicable  publications in referred scientific  journals are preferred. Where 
suitable  published  scientific  documentation is lacking,  selected  unpublished key 
scientific  reports or in-house  documents may be quoted,  provided these are clearly 
indicated as such. 

The "Vancouver Style" of  setting  out  published references. entails  the  following*: 

Author(sj. title of article,  name4 ofjournal (abbreviated  according to Index  Medicus), 
journal  particulars (year. volume. ;?age no.). 

1. Smith J treatment of mild hypertension.  Br  Med  J. 1981: 253:625. 

*Please refer to. "Uniform  requirenlents for manuscripts  submitted to biomedical 
Journals". S Xfr bled J. 198 1 :60:?63-268). 
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HYPOTHETICAL  EXAMPLE: 
SC'"A.RY BASIS FOR REGISTRATION 

APPLICATION (SBR4) 

THIS XPPLlCATION INVOLVF,Y: 

A new application 

q -  -._ mmment to applicant: 

PRODUCT DETAILS: 

.Active ingreaient(s I ana 
Quantity thereof  rosalone 10 mg 

Proprietary name ROZIN 

Applicant ROSEPHARM Laboratories 

Xpplicatiom~Registration No. : 

Pharmacologicai  classification : 6.1 Cardiac  stimulants 

Dosage form film-coated  tablets 

N.4ME(S) of registration Person and/or  Medical  Adviser  responsible  for 
compilation. of this application: 

Xame  Position __ Oualiiications  Tel. No. 

Mr J Smith Registration Manager B.Sc (Pharm) 01 1-9628413 
Dr P Jones Medical Director M.B., Ch.B. 012- 

488327 

5. PROVEN (ESTABLISHED)  PBARMACOLOGICAL ACTION: 

Rosalone is a positive inotropic agent. with direct vasodilator  activity,  different  in 
structure  and  mode of action from ti:her  digitalis  glycosides or catecholamines. 
Rosalone  produces  clinically  and :;tatistically significant  improvements in 
haemodynamic  indices of congestive heart failure, without significant  increases .in heart 
rate or  myocardial oxygen consumption.  Haemodynamic  improvements are both dose 
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(References: 1 ~ 2 and 6 )  
6. EVIDENCE OF EFFICACY IN HUMAN& 

X=Crossover I 
P=Para!lel  Groups 1 
PC=Placebo 1 
ccntrollea 

I 
I 

i 
I 

0, x 

0, MC 

DB. R, P, PC 

DB, R, P 

55 (51) 

214  (189) 

20 (16) 

76 (63) 

meters, I 
except  (c) 

I 
Not  done 1 20  mg/day j kapsule) 

... ' 10 mglday 1 *f.a.a.f.) 

..... 20 mglday 

.. . . . . . . . . . . . .  10 mglday 

*(f.a.a.f.) 

'(f.a.a.f.) 

Digoxin  4  weeks 
(0,25 mglday) 

1 14 weeks 

Placebo 2 weeks 

Digoxin 8 weeks 
(0,25 mglday) 

i 

TOTAL NUMBER OF PATIENTS TREATED IN&L CLINICAL TRIALS, WITH 
ROSALONE: 618 (562 COMPLETED  THERAPY) 

See also item 8. 

All studies (listed under items 6 and 8), except ref. 5 ,  were done with dosage form and 
formulation that registration is being applied for; (*=formulation  as applied for). 

7. IMAIN SAFETY ISSUES AND TOXICOLOGY: 

7.1 Human studies: 

a) ...... 

5) 
...... 

...... 

..... 
c) ...... 

d) ...... 
...... 

evaluated/ 
Findings 

............... 

............... 

.............. 

.............. 

Effect 
Ventricular arrhythmias 

Incidence Key ref. 

c,,nr-t,m,.4A....l-- --L..iL--' 12,6%  13 
duplavclllllLuldl arrrlyrnrnlas 1 Hypotension 

I AnginalChest pain 
Headaches 
Hypokalaemia 

3,6% 
3,1% 
1,4% 
4,4% 4, 12, 13 
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0 5 %  
Thrombocytopenia 

a 
5% 

a, 13,15  9% 
13 

Allergic  reactions  occurred in +1.4% ofpatients. 

Dermatoiogicai reactions (rash.  pruritus,  etc)  were  reported in + 20% ofpatients. 
Despite This. patient acceptance and compiiance  was very good. 

7.2 Pre-ciinical  Studies 

I 
I 1 

I 
I - 

Mouse (s.c.) 140 mgikg 

i Dog  (p.0.) 400 mgikg 
~ (iii k g  9.c. LC50: severe  emesis. 

1 a Subacute Toxic!t ~ [i) klarlted  Incrf?ase in  Hernz inclusion bodles at 

1 :ii! Eievated  reticulocyte  count  in msles given 80 

~ (iii)  Plasma  urea 48% higher (80 mgkg)  (Rat) i.p. I 1 (iv)  Crystal-like  structures  detectable  in some tubuli of high dose 
i male  rats. 

Studies f4 week:) 300 mg/kg g.0 (Rar) 

! '  rngikg i.p., coupled with pclychromasia (Rat) 1 
, 

1 
Studies 

D Chronic  Toxicity: 
(Six months) 

I------ Oculotoxlcity: 

( V I  Allergenic  reaction 40 mg - 80 mgkg p.0. in 3 dogs  at 

(VI) Evidence  of  functional  and  morphological kidney  damage in 
b e g m n g  of  study. 

monkeys <10 and 32 mgikg i.v. 
Serum  urea  and  creatinine  increased. 

(vi;)  Evidence '3f functional  and  morphological  kidney 
Damage  cbserved  in 2/4 monkevs  at 30  mglkg. Crystal- . -  . 
line  precipitates  observed 

(i)  Reduced erythrocyte  counts  and  reduced 
haemoglobin  and  haematocrit  values - high 
dose  monkevs (1 8 mgikg  i.v.) 

Crystalloid  substances in distal  tubles of 2 
high-  dose nlonkevs 

(ii)  Crystals  in  urlne  sediment (rats) 
(iii) Death of 3  high dose rats (500  mgikg). 
(i)  Crystals observed in  urine  sediment of 2 males 

and 2 females  from  high  dose  group (500 
mgikg p.0.) 

(Ratsi 
(ii)  Histopathological  examination revealed  mlld 

to moderate foreign  body  reaction in kidneys 
of 2 monkevs receivlng 90 mg/kg. 

Kidney  changes  were  associated  with 
intratubular  crystallization, but no indication 
of functional  mpairment. 
(Rhesus m o r m  

1 -  

I i 

25% 
i / I  0 
3/1 0 
215 

30140 

3/12 

3/50 
2/15 
7iI 0 
iigh dose  rats 
!/I 0 

1/20 
21 0 

12/32 
1/20 

I 
T 

t r I 




