Determination of equivalence
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Why determine equivalence?
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To check that: H FI7E T #% 2

(1) an existing FAO/WHO specification is applicable to
another manufacturer’s product;
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(11) the other manufacturer’s products do not pose additional
or greater hazards, compared with the product on which the
existing specification is based.
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What Is equivalence?
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 Another manufacturer’s TC/TK or formulation is
considered to be no worse* than the products on which the
existing specification is based.
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(*an equivalent product could be better but this is difficult to prove
and therefore is not considered)
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e That is, no additional or greater hazards are expected to be
Involved in handling and use.
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Note: equivalent formulations may not be intended for the same
applications and may not provide equal performance in use.
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Equivalence determination
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* Requires access to confidential data from both
manufacturers.
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e The rules are simple, but expert opinion is often
required to make a judgement and different information

may available to different organizations.
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— s0 JMPS conclusions may differ from those of
other organizations, such as registration authorities.
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Data requirements

 The original specification must be based on a
“full” data package:

B ] B RS DO A EE T e 3 o HHfE Bk
— not a limited data package; because a full data
package provides the “reference profiles”.
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Subsequent manufacturers’ products may be
supported by a limited data package.
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“Full data package™
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« Confidential and non-confidential data:
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— manufacturing process and impurity profiles;
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— “complete” toxicology profile; 52 1) 75 P4 75 Kl

— “complete” ecotoxicology profile;“5e 2 1) 4= A5 H % R}

— efficacy from WHOPES and/or national registration;
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— physical and chemical properties of active ingredient;
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— additional information to support specification clauses and
limits which differ from the guidelines. H T 32 ff 55 F A
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“Limited data package”
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« Confidential and non-confidential data: {7 5% Fl = E{5- 25 4 %%
— manufacturing process and impurity profiles;
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— acute toxicology* data; =4 75 HH X
— possibly some ecotoxicology data; B i —L84: &R LT

i
— national registration information; [ 2% & 1c %R}

— Information to support proposed changes to existing
specification clauses and limits. F PASC %A KRS )
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Criteria for equivalence
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e 1. Does the “new” product comply with the
existing specification?
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2. Does the “new” product contain higher levels
of any impurity (relevant or non-relevant), based

on a comparison of manufacturing limits?
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3. Is the “new” product more hazardous or does it

pose any additional hazard, compared with the

“original” material?
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Purity/impurity profiles
(manufacturing limits data)
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e Minimum active ingredient content, TC/TK.
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— If the specification is “minimum 960g/kg”, does the “new”
material comply with this?
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— Higher minimum concentrations are automatically equivalent.
e AR E A b, B SN R AT S AH RIS
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— Non-relevant impurities should not exceed reference profile limits
by >50% or >3 g/kg, whichever is the greater.
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— Lower concentrations are automatically equivalent.
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— No new relevant impurities and specified relevant impurities
within existing limits.
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Purity/impurity profiles
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* New or higher-concentration non-relevant impurities may
be accepted as equivalent in some cases.

T 7 ) 5 7 £ AR D 2 AT R 1 S AR R 7=
W2

Higher concentrations of relevant impurities may also be
accepted as equivalent, but not if the “10% increase In
hazard limit” Is exceeded.
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In both cases, only if the toxicology data show no increase
In hazard and no new hazards.
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— Note: the reference profiles are not changed by extending the
specification to equivalent products.
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Toxicology and ecotoxicology profiles
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(data from batches with “normal’ purity/impurity profiles)
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e Toxicology results within a factor of 2 of (or
the dosage intervals If greater), or no change In
assessment from those In the reference profile.
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Ecotoxicolc_)gy results within a factor of 5 (or
the dosage intervals If greater) of those in the
reference profile.
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Doubtful and missing data?
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Manufacturer is asked for an explanation or further data, if
already available.
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Seek advice of WHO/PCS toxicologists.
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If doubts/omissions are not significant, recommend
equivalence, otherwise recommend non-equivalence.
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Explain decisions in the evaluation.
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Future J$%

Some special formulation types (such as long-lasting
Insecticidal nets, LN), which may involve different
technologies, may not conform to the usual extension and
equivalence criteria.
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Toxicology data requirements are under review. In future,

may include data from in vitro mutagenicity tests on the
“new” TC/TK.
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Summary = 45

e Equivalence does not mean that two TCs/TKs are identical
but that, on the basis of the information available, the
“new” material Is not worse than the material on which the
specification was based.
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Determination of equivalence requires careful comparisons
of many data. Experience and good judgement in several
scientific disciplines are required.
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