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*ICH: International Conference on Harmonisation of
Technical Requirements for Registration of
Pharmaceuticals for Human Use

Finding Total
Category Std Tox Trix Compound Number
E2, E16
A O O J4*, J13** J18, J19, ]23-24 12
U2-1&2, U3, U4, Ub-1&2, U8-10
E3, E14
B 0 O 13,15,18,17,J11 9
U1-1&2, U7-9*
E6*, E15*
C O O 714 3
1,J2,]12
D ] 4
O O U6
E I I El, E4, E5, E7, E8, E9, E12-13 10
nadequate Imtx data 110,716, J25-26
) Cytokines and Cytotoxic E10%** E11*** 7
antineoplastic J6, J9*, J15-22, J17, J20-21
Std Tox: Standard toxicology endpoints (organ weights, histopathology and hematology)
Imtx: Immunotoxicology endpoints (T cell-dependent antibody response and immunophenotyping)
*Incomplete evidence
**Close call, slight changes in flow cytometry and hematology
***Cytokines

Table 1 ICH Immunotoxicology Database:

Comparison of Standard Toxicity Study and Immunotoxicity Assay Endpoints
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Fig. 1 Memory Lymphocyte Immuno-Stimulation Assay
(MELISA) (Stejskal, 1997)
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1) PLNAD S TXCDARB M THIRR I TR F 325U
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Table 3 Relationship between PLN response and clinical
adverse event (1)

Test substance Dose (mg/site} PLN cellularity Human data
index

Allergenic

Cephalothin 5 2.9+0.45* +
Penicillin G 5 3.9+0.45* +
Antibiotic-Z 5 4.7+0.79* +
Antibiotic-C 5 5.2+1.06* +
Ampicillin 5 2.3+0.45* +
Carbenicillin 5 3.0+1.05** +
Cefazolin 5 1.8+0.34* +
Cefotaxime 5 2.6+0.87 +
Streptomycin 2 2.2+0.75* +
Aminoantipyrine 2 2.2+0.13* +
Chlorhexidine 0.2 3.81.44*
Sulfamethoxazole 2 3.1+1.15% +

**: p<0.01 vs. Vehicle control (Mann-Whitney U-test), Mouse: A/J (female)
(JPMA collaboration study, 1999)

Table 4 Relationship between PLN response and clinical
adverse event (2)

Test substance Dose {mg/site) PLN cellularity Human data
index

Autoimmunogenic
Hydralazine 1 3.0+0.37 +
Streptozotocin 1 2.8+0.57 +
D-penicillamine 1 3.6+0.62" +
Chlorpromazine 0.5 3.8+x1.07 +
Others
Barbital 2 1.2+0.40
Levamisole 1 1.2+0.31
Vehicle
Saline 0.05 ml/site 1.0+0.16
50% DMSO 0.05 ml/site 1.3£0.38 ND

**: p<0.01 vs. Vehicle control (Mann-Whitney U-test), Mouse: A/J (female)
(JPMA collaboration study, 1999)

517 ‘Weight Cellularity Weight Cellularity

n=5 * n=5

*p <0.05

. Non-treated
[ 0.5 mghsite
0O 1 mepsite

Index

2 mgsite
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Fig. 2 Weight and Cellularity Indexes in the 1st and 2nd
responses of PLN of BALB/c mice
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