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Clinical development of Digital Therapeutics (DTxs) in Japan, Germany and the USA was
investigated based on the information available on the literature, clinical study registries, and the
websites of the regulatory authorities.

1. Major Findings

® Little difference was found in the general trial designs across the target diseases. A country-
by-country comparison revealed that roughly, in Germany comparison between treatments
with/without DTx is preferred, and that in the USA, comparison between DTx and control (or
sham) application constitutes the majority, and that Japan lies somewhere in-between.

® About 40% of the confirmatory studies reviewed in this study compared the effects in a group
treated with the DTx and one without DTx treatment. The rest compared the DTx with placebo
DTx (or sham application), mostly in open trials. About a half of them were double-blinded.
The already reported difficulties in creating and using placebo DTxs are confirmed in the
studies reviewed.

® The three countries do not differ greatly in terms of the favorability of the regulatory
circumstances for DTx clinical development. Although the “Fast Track” offered in Germany is
touted as an exemplary facilitator, clinical evidence required in the whole process of
permanent registration in the DiGA Directory is comparable to those required in Japan and
the USA. The 510(k)-pathway offered in the USA certainly helps the US FDA (Food and Drug
Administration) to quickly clear DTxs for marketing. The decades-old pathway is, however, not
specifically designed for DTxs but applicable to general medical devices. Japan does not have
expedited approval pathways for DTx but allows their exploratory clinical studies to be
conducted as “specified clinical trials” under the Clinical Trials Act, which is not as stringent as
the Pharmaceuticals and Medical Devices Act.
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Recommendations

® The author believes that the benefit of DTxs for medical care and society is the greatest when
they are used alone without other medications in the primary care for the patients who are in
the early stages of disease, or on the brink of becoming ill, and not needing heavier
interventions e.g., medication and surgical procedures. Restrictions on their use, such as
concomitant medication and limitation on prescribing doctors (to specialists), therefore, be
minimized to elicit their maximum value.

® The initial market authorization of a DTx may be, often inevitably, conditioned on its restricted
use. But the restriction should be relaxed to the extent possible on account of post-market
evidence, obtained through real-world data, for example.
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