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English title)

Consideration of the regulatory issues for vaccine adjuvants in Japan

English abstract)

In Japan, the position of the vaccine adjuvants in the pharmaceutical regulation has not been
established, although both the EU and the US have adopted specific positions with regard to the
regulation of vaccine adjuvants. In Japan, adjuvants are currently classified into excipients according
to the Japanese pharmacopoeia. However, the novel adjuvants that exceed category of excipients
(which must be harmless and should not show any pharmacological effects) have induced regulatory
problems. These include 1) the necessity of a statement in every review report that the adjuvant
should not be used in other drug products like a general excipient, but used only for vaccine products,
2) limitation of the safety information assigned for adjuvants in the common technical document
(CTD), 3) no requirement of GMP compliance, 4) concerns about requiring excessive, or conversely,
insufficient toxicological evaluation for adjuvants, and 5) concerns about the delay of the timing of
toxicity studies needed for adjuvants (e.g., genotoxicity studies) as compared with the stages of
clinical trials of vaccines.

It should be noted that no vaccine adjuvant has yet been authorized in its own right; adjuvants have
been approved as components of vaccine products in all three regions. Therefore, it does not seem

realistic to regard adjuvants as one of the active components of a vaccine. Instead, we hereby
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propose that the appropriate position for adjuvants as different from excipients be newly established

in Japan, which is consistent with the regulation of both the EU and the US. (245 words)
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o THMIEZIBUIHE, BKOEE EORY HNTBWTIX, 7YV a3 MOZ
BN & VOB EBZ BTN RINTWD, £T, BRI TIE Directive
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BEEEEROCATEREEETH S (ERLEERTES 20100, p329), £/, ERKRER
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W, 77 F L OERTA NI A VRECHETARENE I N —TOFEHO—RL LT
PEINZLDOTHY, FHFOFET 2488 - HEEOAXNAMETTHOTIIRY,

HIFE. ARBOPREIC L 2o CTWAHTEWEUT O 2 IZESOBEEE LIV (B,

KRR (EZEERLELEENIHT. Y EEERIEMER)., EARA—K (PMDA),
IMAE— (FF7Y - AIRTFAY), EERFEDR (V) T4 - TRXUT 4 X)), e
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51 FSCHR)
1.
‘Directive 2001/83/EC of the European parliament and of the council of 6 November 2001 on the

Community code relating to medicinal products for human use’, p.86

(http://apps.who.int/medicinedocs/documents/s17096e/s17096e.pdf)
2.

CFR - Code of Federal Regulations Title 21, Sec. 610.15 Constituent materials.
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfefi/CFRSearch.cfm? CFRPart=610&showFR=1)
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® M8 : eCTD (electronic Common Technical

Document) Version 4.0
F/o, ICHOETHIEEL LT, EFLET+—
< v MBI 2 EERELZRAET S,

C. # B8
1. SDOF kX
1.1 SDOZ u & Az 2 FEH

ERIFROEERFEZHEE L T 5SDO & LTI,
FLLTUTHELT D,

® ISO/TC215

Standardization/Technical Committee 215
® CEN/TC251
Standardization/Technical Committee 251

e HI7 : Health Level Seven
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