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(% FB) The study on developments of optimum treatment methods for HIV infection and

AIDS related diseases using unapproved medicines in Japan.(The Clinical Study Group for AIDS Drugs)
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Acquired immunodeficiency syndrome (AIDS) was recognized for the first time in 1981, and named by CDC in the United
States in 1982. Human immunodeficiency virus (HIV) was discovered in 1983, the antibody test of HIV was put to practical
use in 1986 and Zidovudine appeared as the first therapeutic agent of HIV in 1987. However, an insufficient situation in the
effect of the therapeutic agent continued afterwards, and a lot of infected persons died. An epoch-making therapeutic effect
by the highly active anti-retroviral therapy was reported in 1996, and numbers of the deceased person decreased sharply by
the therapy. As a result, the infected person may come to be able to do ordinary life.

The CDC reported that some haemophiliacs suffered from acquired immunodeficiency syndrome in 1982, and it was
suggested that the disease could be the blood-borne infection. By the research afterwards, it had been clarified that a lot of
haemophiliacs were infected by the contaminated blood preparation, worldwide. It was confirmed that 1433 patients who
were haemophiliacs and related disorders have been infected by HIV through the blood coagulation factor formulation also
in Japan. And, HIV lawsuit by the haemophiliac was brought a case in 1989 (at Osaka and Tokyo), and the Minister of
Health and Welfare did the reconciliation approval of the lawsuit admitting the responsibility in 1996. The dead increased
rapidly, and it was expected that 100 people or more a year died in Japan. An epoch-making highly active anti-retroviral
therapy was developed in the same year, and the result of sharp decrease of the deceased persons was reported. At this time,
the patient group and specialists jointly requested to the Ministry of Health and Welfare (at that time) special correspondence.
The policy (document of Pharmaceutical Affairs Bureau) of the handling of the anti-AIDS drug was shown in 1996.
Promptness examination, enlargement of trial, and the study group that offer therapeutic agents which was difficult to start
trials were begun according to the policy to make it.

The present study that was one of the measures was begun by cooperation with Pharmaceutical Affairs Bureau Research and
Development Division at that time in October, 1996. The purpose was to introduce an appropriate method of treatment with
the approved drug in the United States and/or EU promptly about HIV infection, opportunistic infection, neoplasm, and viral
hepatitis as the complications of AIDS, to protect patients in difficult situations due to defects of the approved drugs in Japan.
This study group was called the alias name "Ministry of Health, Labour and Welfare Clinical Study Group for AIDS Drugs"
(Principal Investigator: Katsuyuki Fukutake, M.D.,Ph.D), and began the activity which accelerate the clinical development of
a scarce medicine in the import, and the supply of the anti-HIV agent necessary for a new highly active anti-retroviral therapy.

It ensured the protection of patient individual information considering the difficulty of the social acceptance to the disorder.
Moreover, when the medicine was used, agreement by an enough explanation and the document was confirmed and had been
executed.  The number of shipments of all medicines became 10,605 times between October 4, 1996 and December 31,
2020, and number of enroled patients became 4,279 cases. Medicines that were used in the study were 38 medicine with 47
dosages or forms, and among the medicines, anti-HIV agents were 16 medicines with 29 dosages or forms. The number of
shipments of all medicines became 755 times and number of enroled patients became 378 cases, between April 1, 2016 and
December 31, 2020 after moving to AMED. The tablel and 2 show the number of shipments and the number of enroled

patients according to each medicine, respectively.

Table 1 the number of shipments according to each medicine

1996 -2020 shipments 2016 - 2020 shipments
D | Mepron Suspension 2587 Daraprim 280
@ | Daraprim 1618 Retrovir Syrup 153
@ | Mycobutin 964 Retrovir IV 109
@ | Retrovir Syrup 914 Sulfadiazine 103
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® | Epivir Syrup 776 Epivir Syrup 77
Table 2 the number of enroled patients according to each medicine
1996 -2020 patients 2016 - 2020 patients
O | Mepron Suspension 968 Retrovir Syrup 117
© | Daraprim 603 Retrovir [V 91
@ | Retrovir Syrup 596 Daraprim 90
@ | Retrovir IV 488 Sulfadiazine 52
® | Mycobutin 430 Epivir Syrup 15

It was convinced that the rehabilitation into society was able to be accomplished by overcoming the condition of the disease
with the therapeutic agent that this study group supplied to many patients with serious illness. Moreover, the treatment results
that this study group has collected were used as a useful information of Japanese patients for the approval of the therapeutic
agent that had a difficulty to get an approval in Japan. Because the number of cases was few, it was thought that a long-term
performance period was necessary to collect the experiences in the therapeutic agent of the HIV infection and HIV

accompaniment syndrome. This study is important for the developments of appropriate treatments for patients with HIV

infection in the future.




