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Annex 1

List of tissues to be collected in a repeated dose toxicity study:

adrenal glands

aorta

bone (femur) and articulation
bone (sternum) with bone marrow
bone marrow smears (1)

brain

bronchi (mainstem)

caecum

colon

duodenum

epididymides

eyes

heart

ileum

injection site(s) (a sample will be taken from the area injected)
jejunum

kidneys and ureters

larynx

(1) Bone marrow smears should be prepared at the scheduled necropsy for all animals including any
moribund animals killed during the study. The smears should be fixed in methanol and then stained by
the May Grunwald-Giemsa method.




liver

lungs

lymph node (mandibular)
lymph node (mesenteric)
mammary gland
oesophagus

optic nerves

ovaries and oviducts
pancreas

parathyroid glands
Peyer's patches

pituitary gland

prostate

rectum

salivary glands {(mandibular, parotid, sublingual)

sciatic nerves
seminal vesicles
skeletal muscle

skin

spinal cord (cervical, thoracic, lumbar)

spleen
stomach
testes
thymus

thyroid glands
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tongue

trachea

ureters

urinary bladder

uterus (horns + cervix)
vagina

all gross lesions.

Page 43



Page 44

Annex 2

Glossary

The definitions given below apply to the terms used in these guidelines. They

may have different meanings in other contexts.

Adjuvants: are substances that are intended to enhance relevant immune response

and subsequent clinical efficacy of the vaccine.

Booster vaccination: Vaccination given at a certain time interval after primary

vaccination in order to enhance immune responses and induce long term protection.

Combination vaccine: A vaccine that consists of two or more antigens, combined
either by the manufacturer or mixed immediately before administration and intended
to protect against: 1) multiple diseases or 2) one disease caused by different strains or

serotypes of the same organism.

Dissemination: Evaluation of the release of live vaccines in the environment {e.g.

viral shedding).
Genetically modified organism (GMO): an organism or a micro-organism in which

the genetic material has been altered in a way that does not occur naturally by mating

and/ or natural recombination. This definition covers micro-organisms including
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viruses, viroids, cell cultures including those from animals but does not cover naked

recombinant DNA and naked recombinant plasmids.

Good Clinical Practice (GCP): A standard for clinical studies which encompasses
the design, conduct, monitoring, terminations, audit, analyses, reporting and
documentation of the studies and which ensures that the studies are scientifically and
ethically sound and that the clinical properties of the pharmaceutical product

(diagnostic, therapeutic or prophylactic) under investigation are properly documented.

Good Laboratory Practice (GLP): A quality system concerned with the
organizational process and the conditions under which non-clinical health and
environmental safety studies are planned, performed, monitored, recorded, archived
and reported. GLP principles may be considered as a set of criteria to be satisfied as a
basis for ensuring the quality, reliability and integrity of studies, the reporting of

verifiable conclusions and the traceability of data.

Good Manufacturing Practice (GMP): A part of the pharmaceutical quality
assurance which ensures that products are consistently produced and controlled to the
quality standards appropriate to their intended use and a required by the marketing
authorization. In these guidelines, GMP refers to the current GMP guidelines published

by WHO.

Immunogenicity: Capacity of a vaccine to induce antibody mediated and/or cell-

mediated immunity and /or immunological memory.
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Nonclinical evaluation of vaccines: All in vivo and in vitro testing performed before
and during clinical development of vaccines. The potential toxicity of a vaccine
should be defined not only prior to initiation of human trials, but throughout clinical

development.

Plasmid: Double-stranded circular DNA molecules capable of replicating in bacterial

cells,

Potency: The measure of biological activity, using a suitably quantitative biological
assay, based on the attribute of the product that is linked to the relevant biological

properties.

Preclinical evaluation of vaccine: All in vivo and in vitro testing prior to first testing
of vaccines in humans. This is prerequisite to the initiation of clinical trials and
includes product characterization, proof of concept/ immunogenicity studies and

animal safety testing conducted prior to introducing the product into the humans.

Preclinical toxicity study: A study designed with the primary purpose of
demonstrating the safety and tolerability of a candidate vaccine product. The
preclinical toxicity study design should meet the criteria outlined in the section “Study

design” to be considered supportive of the intended clinical trial.

Primary vaccination: First vaccination or series of vaccinations given within a

predefined period, with an interval of less than 6 months between doses, to induce

clinical protection.



Page 47

Product characterization: Full battery of physical, chemical and biological tests
conducted for a particular product. These tests include but are not limited to in-
process control testing, testing for adventitious agents, testing process additives and

process intermediates, and lot release.

Protocol or Study Plan: A document that states the background, rationale and
objectives of the nonclinical studies and describes its designs, methodology and
organization, including statistical considerations, and the conditions under which it is

to be performed and managed.

Relevant animal model: is an animal which develops an immune response similar to
the expected human response after vaccination. It is acknowledged that species
specific differences in immune responses will likely exist. Ideally, the animal species

used should be sensitive to the pathogenic organism or toxin.

Route of administration: The means by which the candidate vaccine product is
introduced to the host. Routes of administration may include the intravenous,
intramuscular, subcutaneous, transcutaneous, intradermal, transdermal, oral, intranasal,

intranodal, intravaginal and intrarectal routes.

Seroconversion: Predefined increase in antibody concentration, considered to

correlate with the transition of seronegative to seropositive, providing information on

the immunogenicity of a vaccine. If there are pre-existing antibodies, seroconversion
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is defined by a transition from a predefined low level to a significantly higher defined

level, such as four fold increase in geometric mean antibody concentration.

Validation: The action of proving in accordance with the principles of Good
Manufacturing Practice, that any procedure, process, equipment (including the
software or hardware used), material, activity or system actually leads to the expected

results.
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