6.24
Water soluble tablets (ST), continued


6.24
WATER SOLUBLE TABLETS (ST)
Introduction

Tablets are pre-formed solids of uniform shape and dimensions, usually circular, with either flat or convex faces, the distance between faces being less than the diameter. Their size and weight is determined by manufacturing and/or use requirements. Water soluble tablets (ST) are intended for application after dissolution in water by conventional spraying equipment. STs contain an active ingredient which is totally soluble in water at use rate concentrations.

Note for preparation of draft specifications. Do not omit clauses or insert additional clauses, nor insert limits that are more lax than those than given in the guidelines, without referring to section 4. From the “Notes” provided at the end of this guideline, incorporate only those which are applicable to the particular specification.

...... [ISO common name] WATER SOLUBLE TABLETS

[CIPAC number]/ST (month & year of publication)

6.24.1  Description
The material shall consist of an homogeneous mixture of technical ...... [ISO common name], complying with the requirements of FAO/WHO specification …, in the form of ....... (see Section 4.2), together with carriers and any other necessary formulants. It shall be in the form of tablets for application after disintegration and dissolution in water. The formulation shall be of dry, unbroken, free-flowing tablets and shall be free from extraneous matter.

6.24.2  Active ingredient (Note 1)

6.24.2.1  Identity tests

The active ingredient shall comply with an identity test and, where the identity remains in doubt, shall comply with at least one additional test.

6.24.2.2  ...... [ISO common name] content (Notes 1 & 2)


The ...... [ISO common name] content shall be declared (g/kg) and, when determined, the average content measured shall not differ from that declared by more than the appropriate tolerance, given in the table of tolerances, Section 4.3.2.

6.24.3  Relevant impurities (Note 1)

6.24.3.1  By-products of manufacture or storage (Note 3), if required


Maximum: …… % of the …… [ISO common name] content found under 6.24.2.2.

6.24.3.2  Water (MT 30.5) (Note 4)


Maximum: … g/kg. 

6.24.4  Physical properties (Note 1)


6.24.4.1  Acidity and/or Alkalinity (MT 191) or pH range (MT 75.3) (Notes 4, 5 & 6), if required (not applicable to effervescent tablets)


Maximum acidity: … g/kg calculated as H2SO4.


Maximum alkalinity: … g/kg calculated as NaOH. 


pH range: … to …

6.24.4.2  Disintegration time

Effervescent tablets only (Method under consideration) (Note 6)


Maximum: … min for total disintegration

6.24.4.3  Degree of dissolution and solution stability (MT 179) (Note 7)

Maximum: … % retained after 5 min on a 75 µm test sieve.


Maximum: … % retained after 18 hours on a 75 µm test sieve.

6.14.4.4  Wet sieve test (MT 185) (Note 8)

Maximum: … % retained on a 75 µm test sieve.

6.24.4.5  Persistent foam (MT 47.2) (Notes 5 & 9) 


Maximum: … ml after 1 minute.


6.24.4.6  Tablet integrity (Note 10)


No broken tablets


6.24.4.7 Degree of attrition, if required (MT 193, Note 11)


Maximum degree of attrition: ......%.

6.24.5  Storage stability (Note 1)

6.24.5.1  Stability at elevated temperature (MT 46.3)


After storage at 54 ( 2(C for 14 days (Note 12) without pressure (Note 13), the determined average active ingredient content must not be lower than … % relative to the determined average content found before storage (Note 14) and the formulation shall continue to comply with the clauses for: 

- by-products of manufacture or storage (6.24.3.1), 

- acidity/alkalinity/pH range (6.24.4.1), 

- disintegration time (6.24.4.2), 

- degree of dissolution and solution stability (6.24.4.3), 

- wet sieve test (6.24.4.4),

- tablet integrity (6.24.4.6),


- degree of attrition (6.24.4.7),

as required.

________________________

Note 1
Sub-samples for analysis are prepared as follows.


An entire tablet (or several entire tablets) must be taken. The tablet(s) should be milled and thoroughly mixed to provide an homogeneous powder, prior to weighing a portion for analysis.


Sub-samples for tests of physical properties and storage stability are prepared as follows.


(a)
To determine:

- tablet integrity (6.24.4.5),

- disintegration time (6.24.4.3),

- degree of dissolution / solution stability (6.24.4.4),

- storage stability (6.24.5.1),



the tablet(s) must not be broken for the purpose, prior to the test.


(b)
The tablet(s) may be broken to provide the size of test portion required for CIPAC methods ‡MT 191, MT 75.3 and MT 47.2 and must be completely disintegrated for the purposes of these tests.


(c)
For determination of tablet integrity, an entire pack of tablets should be used.

Note 2 
Method(s) of analysis must be CIPAC, AOAC or equivalent. If the methods have not yet been published then full details, with appropriate method validation data, must be submitted to FAO/WHO by the proposer.

Note 3 
This clause should include only relevant impurities and the title should be changed to reflect the name of the relevant impurity. Method(s) of analysis must be peer validated.

Note 4 
The method to be used shall be stated. If several methods are available, a referee method shall be selected.

Note 5 
Before performing the CIPAC test, it is necessary to let the tablet(s) disintegrate completely into a 250 ml beaker containing 50 ml of the water required by the method. A gentle stirring may be needed.

Note 6 
Effervescent tablets are tablets which incorporate an effervescent system.

Note 7 
MT 179 requires that the formulation is tested at the highest recommended use concentration, with a minimum of 3 g in a total of 250 ml. Nevertheless, to evaluate the degree of dissolution, the tablet(s) must not be broken. Therefore the number of entire tablets used should be the closest possible to the highest recommended concentration (with a minimum of 3 g). For effervescent tablets, the cylinder should not be stoppered and inverted until effervescence has ceased.

Note 8
For wet sieving of effervescent tablets, the dispersion obtained in the test for disintegration time (6.24.4.2) is directly poured through the sieve and rinsed.

Note 9
The mass of sample to be used in the test should be the highest rate recommended by the supplier. The test is to be conducted in CIPAC standard water D.

Note 10
Visual observation only. Unless otherwise indicated, at least one pack/package containing multiple tablets should be inspected.
Note 11
CIPAC MT 193 ‡ measures attrition (the tendency to lose material from surfaces/edges as a result of impact and friction). ‡
Note 12
Unless other temperatures and/or times are specified. Refer to Section 4.6.2 of this Manual for alternative storage conditions. Storage stability tests must be performed only on intact tablets. 

Note 13
Without pressure means that the test is performed as specified by CIPAC MT 46.3, but no pressure is applied to the sample during its ageing.

Note 14
Analysis of the formulation before and after storage the stability test, should be carried out concurrently (i.e. after storage), to minimize the analytical error.

