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Aim of the study: The prevalence of chronic musculoskeletal pain is as high as about 30% of the adult population, and half
of them have moderate to severe pain intensity, resulting in impaired activities of daily living (ADL) and health-related quality
of life (QOL). Among chronic musculoskeletal pain with varied etiologies, neuropathic pain is the most debilitating condition.
Despite the availability of many approved analgesics there is still a clinical need for new medicinal products with improved
efficacy and a better safety profile, especially in difficult to treat neuropathic pain conditions for which current available
treatments offer only modest effectiveness at best. The clinical development of new medicinal products for the treatment of
neuropathic pain has become very difficult because the rate of placebo-responders among study participants has increased
and because psychological comorbidities like as sleep disorder and depression in conjunction with neuropathic pain lead to
complexity of assessments in clinical trials. Therefore, there should be necessarily the guidelines which are intended to provide

guidance on the development, aiming to standardize the study design, patient populations and outcome measures.

Methods and Results of the study: At the present study, we aimed to investigate requirements of the guidelines. We organized
members who are specialized in clinical practice of neuropathic pain and have a thorough knowledge of neuropathic pain
(Orthopedic surgeons specialized in spinal surgery and peripheral neve and hand surgeries, neurosurgeon, neurologists,
anesthesiologists and pain physicians, and physician specialized in both psychiatry and regulatory sciences). The main
requirements should be considered for development of medicinal products for the treatment of neuropathic pain with regard
to study protocols including the study design, patient populations and outcome measures, and so on. Reflecting the broad
discussions about the challenges of long-term clinical pain trials (e.g., high placebo response, high drop-out rate), possible
study designs in terms of use of placebo, study duration and patient population would be considered and defined where
necessary. The objective should be to provide guidance on clinical studies that are feasible and likely to produce interpretable
results. Further, to be successfully conducted global pain trials and share clinical trial data globally, the developed guidelines
should be defined in conjunction with Guideline on the clinical development of medicinal products intended for the treatment
of pain by European Medicines Agency, Guidance for industry — Analgesic indications: Developing drug and biological
products by US Department of Health and Human services, Food and Drug Administration, and the International Council for
Harmonization of Technical Requirements for Pharmaceuticals for Human use. Moreover, the guidelines would be required
to address preclinical drug development and post-marketing survey. Ensuring the international standard of clinical trials on
pharmacotherapy for neuropathic pain and being consistent of review processes of approved drugs in Japan, we developed
the guidelines on the clinical development of medicinal products intended for the treatment of neuropathic pain. The
guidelines draft had following thematic chapters: 1) Introduction, 2) Non-clinical investigations, 3) Clinical outcome measures,
4) Protocols of clinical trials. Especially, in the 2) Non-clinical investigations chapter, requirements for analgesic potentials
of candidate medicinal products and safety analysis of basic investigations were explained. Further, because target molecules
were not specified as candidates of medicinal products on neuropathic pain treatment, any of analgesic mechanisms were
accepted for clinical trials. In the 3) Clinical outcome measures chapter, following items were described: the guidelines draft
proposed the basic considerations for the study design, characteristics of study participants, properties of study institutions,
endpoints of clinical trials, safety analysis, adjuvant drugs and non-pharmacotherapies, and special requirements for pediatric
patients. In the 4) Protocols of clinical trials, the guidelines explained the aim(s) and cations of the basic pharmacological
tests, exploratory studies, confirmatory studies, and long-term studies, and post-marketing vigilance practice. We discussed
the contents and the descriptions of the guidelines draft with both Pharmaceticals and Medical Agency (PMDA) and Ministry
of Health, Labour and Welfare (MHLW), and we advertised for public comments on the guidelines. Finally, according to the
comments, we improved and determined the guidelines draft, and then it was exhibited to MHLW. MHLW officially released
the guidelines on the clinical development of medicinal products intended for the treatment of neuropathic pain on December,

2020.



Future perspective of the study: Future clinical trials conducted in Japan would be standardized according to these guidelines.
The guidelines would harmonize clinical practice and review processes on analgesic drugs by regulatory agency and health
administrator. Since main outcome measures for usefulness and safety concerns of candidate medicinal products would be
standardized, these guidelines would promote efficiency of drug developments and review processes and consequently
benefits by the candidate medicinal products would be promptly achieved from the standpoint of neuropathic patients and
general population. Further, the guidelines might contribute to the socioeconomic burdens due to neuropathic pain in the

super-aged society in future.



