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Table 4; Summary of Laboratory Results (MPE prediction model)
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Vaccine Potency and Safety Testing Workshop

Human Vaccine Potency and Safety Testing:
Recommended Priorities for Future 3Rs Efforts

a Highest Priorities: Potency u Highest Priorities: Safety

Testing Testing
- Diphtheria and Tetanus toxoids - Vero cell assay for
- Pertussis (whole cell and Diphtheria

acellular) - Transgenic mouse test for
- Rabies oral polio vaceine (OPV)
- Anthrax - In viiro assay for Tetanus
- DTP pentavalent vaccines 3‘%"?‘“ )
- inactivated Polio vaccine - Histamine (H5A) assay for
- Combined vaccines F’ec%ussns
- Development of Massively
Parallel Sequencing (MPS)
and other emerging
technologies

NIH. Bethesda, Maryland
September 14-18, 2010

Organized by NICEATM-ICCY,
with ECVAM, JaCVAM, and He
Canada

8OT co-sponsorship

Atlended by nearly 200 scientis|
from 13 countries

Presentations by:

- Regulatory authorities
Experts from industry
Experts from academia

Poster session

Veterinary Vaccine Potency and Safety Testing:
Recommended Priorities for Future 3Rs Efforts

a Highest Priorities: Potency Testing & Highest Priorities. Safety Testi

- Rabies

Leptospira sp. serovars
Clostriclium sp. serovars
Erysipetas

Fish vaccines

Pouitry vaccines

Foreign animal diseases
Mon-adjuvanted vaceines

Those Tor which the functional

anfigen identifisd/characterized

- Human & veterinary products for
same organism

- New vaccines

Extraneous agent testing whe
animals are st used—esp,
avian vaccines

Inactivation lesting for Killed
vaccines, e.g. rabies

Residual toxicity testing
Subunit protein or DNA vaooin
New vaccines
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International Workshop on Alternative Methods for Human and
Veterinary Rabies Vaccine Testing:
State of the Science and Planning the Way Forward
+ Organized by NICEATM-ICCVAM with ICATM
partners
~ October 11-13, 2011
— National Centers for Animal Health, Ames, lowa
80 participants, 12 countries
— Industry, government, academe
+ FDA and USDA requirements for rabies vaccine
potency testing: “NIH challenge test”
— Intracranial injection of live rabies virus
— Unprotected mice develop clinical rabies and die
+  Workshop addressed:
— Refinement (less pain and distress)
— Reduction
— Replacement
Public health significance
—~ 70,000 human deaths annually woridwide
~— 15 million patients treated with post-exposure
vaccines annually

Conclusion of Rabies vaccine workshop

The workshop included sixteen plenary lectures
and three breakout sessions focused on 1) near-
term refinement and reduction opportunities for the
currently required mouse rabies vaccine challenge
test; 2) validation status, data gaps and
implementation strategy for antibody quantification
(serological) methods; and 3) validation status,
data gaps and implementation strategies for in
vitro antigen quantification methods.

Upcoming Vaccine Alternatives Workshops

International Workshop on Alternatives to the Histamine Sensitization
Test (HIST) for Acellular Pertussis Vaccines Workshop

— Follow-up to the August 2011 Montreal Workshop

— Proposed date: September 2012

International Workshop on Alternative Methods for Leptospira vaccine

potency testing

— Tentative dates: October 1-4, 2012, National Centers for Animal
Health, Ames, 1A

International Workshop on Alternative Methods for Human and
Veterinary Clostridial Vaccine Potency Testing
— Proposed date: Fali 2013
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Pyrogen {bacterial and fungat contamination) testing still
consumes more than 300.000 rabbits per year

Limulus assay is restricted to Gram-negative
endotoxin, disturbed by many substances
and does not reflect human pyrogen potency

1895 Whole blood pyrogen test

2003 and 2004 Validated

2008 Validity statement

2009 Accepied Eur. Pharmacopoeia
and with limitations by ICCVAM / FDA
PyroDetect {Biotest}
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Bacterial pyrogens
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cell wall TRITT Mediine publ.
Biadiar ~50000
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Gram-positive (Lipoteichoic
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cell wall Medline publ.
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Conclusion

The validated methods using cryopreserved cells
+ are an important standardisation

== widely applicable by overcoming
limitations
- availability of primary cells
- exclusion of abnormal donors
- test for infectious agents

- are reproducible and robust
+ perform well in terms of predictive capacity
+ should augment regulatory acceptance

1t Research Denlrg
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»
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Toward a follow-up validation

Set up a validation management group
Design the validation study

Choice of test materials and non-endotoxin
pyrogens )

GLP?

Suggested:

- LTA and iysates of Gram-pos bacteria

- Rabbit testing only for spike materials

- Limited reproducibility re-assessment
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Table A2.1. Permitted Daily Exposures for Metal Impurities
Metal PDE(ug/day) Metal PDE(pg/day)
Oral Parenteral  Inhalation Oral Parenteral  Inhalation » Q3Djl/x:7—““Jj°2K§:fi ICHIZ ﬁbé?ﬁ{g% Iz
As 15 1.5 1.5 Se 200 100 3 = T S A E I
Pb 5 5 5 Mo 100 10 10 BREMICABRL, BoNFaAVMEERTS.
Au 10 15 L5 Ni 500 50 L5
nooon 13 L3 he TR » I > EEOAVNESEIC, 2012F5AETIS,
Cd 25 2.5 1.5 w 750 400 400 79 = 70 .
He 40 4 3 cu 1000 100 100 QDTLARTY2XEDBIE.
Ir* 100 10 L5 Sb 1200 600 10
Os* 100 10 15 Ba 6000 600 350 > 201246 ICHIEERLETRTFYT2A.
Rh* 100 10 15 S 6000 600 6 F6R Lt 7
Ru* 100 10 15 Li 8000 4000 80
Co 100 10 1.5 Cr 10000 1000 25
Pd 100 10 1.5 B 20000 20000 1500
Pt 100 10 15 Al 50,000  Different regional 5
\ 100 10 30 regulations
*Insufficient data to establish an appropriate PDE; Imit established based on Pt PDE.
AT, ERICRL IR EBTRELIBRBIEL COBEH T TREENEELTINVS
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