© World Health Organization
WHO Technical Report Series, No. 902, 2002

Annex 11
Guidance on the selection of comparator
pharmaceutical products for equivalence
assessment of interchangeable multisource
(generic) products

Introduction

This annex provides a list of comparator products for equivalence
assessment of interchangeable multisource (generic) products. The
information on comparator pharmaceutical products was collected by
the Secretariat from drug regulatory authorities and pharmaceutical
companies. The list has been drawn up to assist regulatory authorities
and pharmaceutical companies in deciding on appropriate compara-
tor products in the context of multisource (generic) marketing autho-
rization. The information could also be used for drug procurement
purposes. Where the comparator pharmaceutical product is not
clearly defined, criteria are suggested that are provided in a decision-
tree format (see Figure 1). This permits the selection of a comparator
pharmaceutical product.

The guidelines on registration requirements to establish interchange-
ability of multisource (generic) pharmaceutical products published by
WHO (7) state that multisource products must satisfy the same stand-
ards of quality, safety and efficacy as those applicable to the corre-
sponding innovator product. They recommend that quality attributes
of a multisource product should be tested against the innovator prod-
uct for which interchange is intended.

The innovator product is usually the most logical comparator product
because its quality, safety and efficacy should have been well assessed
in pre- and post-marketing studies and, in addition, the data on its
safety and efficacy are usually linked to a pharmaceutical product
with defined specifications for quality and performance. Despite ac-
ceptance of the general objective, there is no agreement on the crite-
ria for selecting a list of international comparator products, nor does
a list of such products exist. The comparator product chosen is either
the most widely used “leading” product on the market or the product
that was first introduced in that market. For this reason, among
others, significant differences may exist between the comparator
products used in different countries.
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Figure 1
Decision-tree for use in identifying a comparator pharmaceutical product

Comparator pharmaceutical product (CPP)
of known quality, safety and efficacy

[Innovator product known?|

% No

Available on local market?

Yes I\N Yes No

Consider innovator Consider obtaining Follow compendial Consider market
product as CPP innovator product: List A standards approach leader product

—

Innovator product Quality of market leader product
available? known and well documented?

Present on List B?

Yes No Yes No

A
Consider innovator Consider market
product as CPP leader product

Consider market leader Conduct comparative
product as CPP compendial tests on
multisource and
market leader products

[ Acceptable test results?|

Yes

Consider market leader
product as CPP

No

Consider second market
leader product

In the light of the various approaches currently under scientific and
regulatory discussion, the feasibility of developing a system of inter-
national comparator products was considered. This initiative led to
the recommendations given here, which replace those of Part Seven
of the previously published WHO guidelines on multisource pharma-
ceutical products (7).

A list of international comparator pharmaceutical products for
equivalence assessment of interchangeable multisource (generic)
products' is given in Table 1.

" The list is based on information collected by WHO from drug regulatory authorities and
supplemented with that from pharmaceutical companies. It will be periodically updated.
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Instructions on the use of the list

1.

National regulatory authorities may issue this guidance together
with Lists A and B, which should be available to applicants/phar-
maceutical companies that plan to develop multisource pharma-
ceutical products intended to be interchangeable with innovator or
other pharmaceutical products of established quality, safety and
efficacy.

List A provides information about pharmaceutical products
from the WHO Model List of Essential Drugs (2), and includes
the innovator products (column headed “Trademark™) and the
national markets where the manufacturers in question consider
that their products’ quality, safety and efficacy are best docu-
mented (column headed “Primary market™).

Pharmaceutical companies planning to develop an interchangeable
multisource pharmaceutical product should determine whether the
innovator pharmaceutical product appearing in List A is available
on the local market.

If the innovator pharmaceutical product is available on the local
market, pharmaceutical companies should use this product in
equivalence assessment with their multisource product.

If the innovator product is not available on the local market, phar-
maceutical companies should obtain from the market a product
that is the best representative innovator product from the point
of view of its quality, safety and efficacy (see column headed
“Primary market” of List A).

The type of equivalence assessment of the comparator pharmaceu-
tical product and the multisource product under investigation may
vary, depending on local requirements and the availability of
resources. Recommendations on the type of equivalence studies to
be carried out when such studies are necessary are given in the
WHO guidelines on multisource pharmaceutical products (7).

For some pharmaceutical products, an innovator product cannot
be identified. Examples of these products from the WHO Model
List of Essential Drugs (2) appear in List B. For these products,
a local, national or regional pharmacopoeia or The international
pharmacopoeia (3) for both the drug substance and, when avail-
able, the product, supplemented by official reference texts, may
provide sufficient information and requirements to allow a phar-
maceutical company to develop a product of the requisite quality,
safety and efficacy. No international comparator product for these
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pharmaceutical products will be available, and no equivalence as-
sessment can be performed.

Also included in List B are pharmaceutical products for which an
innovator product can be identified or a marker leader product
may be available, but for which there is insufficient information
available for them to appear in List A, e.g. products for which the
originator no larger exists or which cannot be traced. The List A
approach can also be applied to these products.

When a market leader product is available on the local market but
no innovator product can be identified or obtained from the pri-
mary market, the market leader product may be used as a com-
parator product if its quality, safety and efficacy have been estab-
lished. If this is not the case, the second market leader or
compendial standards approach (List B) can be followed.

Most of the pharmaceuticals listed are included in the WHO Model
List of Essential Drugs (2). In the case of products for which equiva-
lence testing is required, it should be performed in accordance with
the WHO guidelines on registration requirements to establish inter-
changeability of multisource (generic) products (7).

Layout of the list
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Pharmaceutical Section Dosage Comparator pharmaceutical
name (1) no. (2) forms and products (4)

strengths (3)
Trademark  Primary  Manufacturer
market

albendazole 6.1.1 chtab, Zentel France SmithKline

200 mg Beecham

The list is divided into two parts, as follows:

List A provides information on comparator pharmaceutical prod-
ucts — trademark and primary market — as given by manufac-
turers of innovator products.

List B contains products for which information has not been given
by manufacturers of innovator or market leader products or diffi-
culties in providing the information were encountered because the
pharmaceutical products have been marketed for a long time.

(1) Pharmaceutical name: International Nonproprietary Names

(INNs) are used to identify the active drug substance as in the
WHO Model List of Essential Drugs.



(2) Section no.: this corresponds to the WHO Model List of Essential

®

Drugs, and indicates the therapeutic uses/pharmacological effects
of the pharmaceutical.

Dosage forms and strengths: these correspond to the WHO
Model List of Essential Drugs. A strike-through means that no
products of the dosage form or strength are available on the
market. An entry in bold signifies that a product of the dosage
form or strength is available on the market instead of, or in
addition to, those in the WHO Model List of Essential Drugs.

The following abbreviations are used:

cap capsule

chcap chewable capsule
chtab chewable tablet

cre cream

elix elixir

encotab enteric-coated tablet
eyd eye drop

eyo eye ointment

inh inhalation

inj injection/injectable solution
lot lotion

loz lozenge

multi multiple

nsp nasal spray

oilinj injection in oil

oilsl oily solution

oilsp oil suspension

oilspinj oil suspension injection
oin ointment

oosl oral oily solution

osl oral solution

osp oral suspension

pes pessary

pwinj powder for injection
pwosp powder for oral suspension
pwsl powder for solution
respsl respirator solution
sbltab tablet, sublingual

sctab scored tablet

sgtab sugar-coated tablet

sl solution

Sr sustained-release preparation
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4

sup suppository

syr syrup
tab tablet

topsl solution, topical

vagtab vaginal tablet

wminj water-miscible injection

Comparator pharmaceutical products: “Trademark™ and “Pri-
mary market” for List A indicate the innovator products and
the national markets where the manufacturers in question con-
sider that their products’ quality, safety and efficacy are best
documented.

List B, which does not give this information, follows the pharma-
copoeial standards approach.

The entry ***** means that additional information on the prod-
uct must be provided before it can be included in List A.
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