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Summary

The first remarkable adverse drug reaction (ADR)
reported in Japan was anaphylactic shock caused by
penicillin. Although intradermal testing for antibiotics
had been exercised as prediction method of anaphy-
lactic shock for a long time, it was discontinued in 2004
because of no evidence for prediction. The malforma-
tion of limbs, etc. caused by thalidomide was a global
problem, and thalidomide was withdrawn from the
market. Teratogenicity testing during new drug devel-
opment has been implemented since 1963. Chinoform
(clioquinol)-iron chelate was detected from green
tongue and green urine in patients with subacute
myelo-optic neuropathy (SMON) and identified as a
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causal material of SMON in 1970. Chinoform was with-
drawn from the market, and a fund for relief the health
damage caused by ADR was established in 1979. The
co-administration of sorivudine and fluorouracil anti-
cancer agents induced fatal agranulocytosis, and
sorivudine was withdrawn from the market after being
on sale for one month in 1993. The guidelines for
package inserts were corrected with this opportunity,
and early phase pharmacovigilance of new drugs was
introduced later. Since acquired immune deficiency
syndrome, and hepatitis B and C were driven by virus-
infected blood products, the Ministry of Health, Labor
and Welfare tightened regulations regarding biological
products in 2003, and a fund for relief of health damage
caused by infections driven from biological products

(70)

was established in 2004. The other remarkable ADRs
were quadriceps contracture induced by the repeated
administration of muscular injection products and
Creutzfeldt-Jakob disease caused by the transplanta-
tion of human dry cranial dura matter, etc.

The significance of safety measures for drugs based
on experiences related to ADRs is worthy of notice.
New drugs are approved based on a benefit-risk assess-
ment, if the expected therapeutic benefits outweigh the
possible risks associated with treatment. Since unex-
pected, rare and serious ADRs have been detected after
administration to many patients in the post-marketing
stage, risk management is required for product life-
cycle management.
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Summary

Empirical studies on patent lawsuits for some drugs
by author (K.Y.) from 1953-1998, are described.
Case 1:0ne of the authors (K.Y.) clarified that
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silylmethylation of a penicillin derivative gave either
N, O-disilylmethylated product or O-monosilylmethy-
lated product. However, only O-silylmethylated prod-
uct was obtained after the usual work-up (Fig. 1).

Case 2: A point under discussion of the trial is
whether the reported manufacturing process of “meto-
clopramide” is possible or not. One of the authors (K.
Y.) clarified the possibility by means of a careful syn-
thetic experiment (Fig. 2).

Case 3: The essential effective structure of herbi-
cides, Roundup (Monsanto Co.) and Sulfosate (Stoph
Co.), was the same in highly diluted solution (Fig. 3).

(78)

Case 4 :Cimetidine has been prepared by the Oxy
procedure (SKB Co.), but another cimetidine (Fujimoto
Co.) was prepared by the Lek procedure. Is it true?
Experimental preparations of both cimetidines by the
respective Oxy and Lek processes, were achieved by the
authors. The cimetidine in the tablet named “Cylock”
by Fujimoto Pharm. Co., Ltd. should be manufactured
by the Oxy process on the basis of the by-products
analysis (Fig. 4).

Finally, a short history of patents in Japan from 1899-
1975 is described.
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