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1. Immunotoxicity assessment is important.

2. We all agree that we should eventually harmonize.

3.We all agree that more data are needed to
evaluate the appropriateness of the current
guidelines.

4 We reviewed the background for each of the
guidelines. Key differences are a result of
different interpretations of limited data.

5. 2 of 6 ICH parties felt we should not make
immunotoxicology a topic for ICH at this stage.

6. We recommend use of scientific groups outside
the ICH to facilitate the process of data gathering
through regulatory submissions and scientific
collaborations.

7. We recommend that a scientific session on
immunotoxicity testing should be included in the

TCHB, Osaka, 2003 for a further discussion among

the six parties.
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Table 1 Immunotoxicology (Immunosuppression) Parameters
in the (Draft) Guidance of the EU, USA and Japan

Parameter

EMEA/CPMP

FDA/CDER

MHLW and
JPMA

Repeated dose toxicity studies
- Hematology
Clinical chemistry
Lymphoid organ weights
Pathology of lymphoid
tissues

To be examined

To be examined

To be examined

Bone marrow cellularity

To be examined

Not included

Not included

Distribution of lymphocyte
subsets/immune cell
phenotyping

To be examined

Follow-up study

Recommended
in repeated dose
toxicity studies

or Tier I
NK-cell activity To be examined | Follow-up study Ll (qptional)
- or Tier IT
Substitute for
T-cell dependent antibody .the oy Follow-up study :
response pardMISters [ust (First selection) (beg
above or
extended study
thggjr[:e(iI;;ﬁ}i)\%ityl ) Extended study | Follow-up study Tier IT
Lymphocyte proliferation
(mitogen) responses/ Extended study | Follow-up study Tier IT
blastogenesis
Magaphape func.:u.on/ Extended study | Follow-up study Tier I
phagocytosis activity
Host resistance models Extended study | Follow-up study Tier IT
Cytotoxic T-cell function Not included Follow-up study Tier IT
Specific cytokine production Not included Follow-up study Tier 1T
Serum complement titer Not included Not included Tier 11
~opited tymphinede Notincluded | Not included Tier I
responses
Immediate hypersensitivity" Not included Not included Tier II
Autoantibodies Not included Not included Tier I1
Urine protein levels Not included Not included Tier I1

"Responses to sensitizing antigens (not to test compounds)
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