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B
Evaluation of drug efficacy and safety and development of guidelines using real-world data on

intraocular malignant lymphoma, a rare disease

Abstract

Drug development for rare diseases is delayed due to challenges associated in evaluating
the drugs through randomized controlled trials (RCTs) while ensuring their cost—effectiveness
for pharmaceutical companies. We explored the possibility of using real-world data (RWD) in the
evaluation of drug efficacy and safety to facilitate regulatory applications. We chose
intraocular lymphoma as a representative rare disease. In addition, we investigated the
possibility of developing guidelines based on the regulatory requirements for obtaining
approval using RWD for other rare diseases
We used intraocular lymphoma, a rare intractable disease, as an example of registry
utilization. First, we used RWD for planning RCTs. We conducted a multicenter, physician—led
clinical trial (https://jrct.niph. go. jp/latest—detail/jRCT2031400383) to investigate the use of
a Bruton—type tyrosine kinase inhibitor (BTK inhibitor) with good tolerance and a blood-to-
central nervous system transfer rate greater than 80% We established the target sample size
for the trial based on the one-year recurrence—free survival rate obtained from RWD. A group
meeting was held to discuss the promotion of TRI and improvement of issues. The study
enrollment period was extended until March 2024 instead of the original March 2023 because the
patients were concerned about the risk of COVID-19 and were reluctant to receive the study
treatment. This is an example of how real-world clinical practice differs from controlled
settings, wherein certain unforeseen factors such as the risk of COVID-19 have to be considered
when designing clinical trials

Next, we discussed with the Pharmaceuticals and Medical Devices Agency (PMDA) the
possibility of using RWD regarding the intraocular injection of methotrexate (MTX), a treatment
for intraocular lymphoma, as an alternative or supplement to floor trials. MTX intraocular
injection is widely used in Japan for the treatment of intraocular lymphoma. However, this is
an off—label use, and regulatory approval for its use in intraocular lymphoma is strongly
desired.

Although there is no RCT evidence for the use of MTX intraocular injection, the PMDA allowed
the use of RWD as long as there was consistency in treatment methods, patient inclusion
criteria, and quality control at the clinical trial level. After compiling all RWD related to
the intraocular injection of MTX with assured reliability and quality control, we plan to get
our data ratified by the PMDA. All our efforts will be focused at making this the first case
study in Japan on the use of RWD as a substitute for RCT evidence in rare diseases

Based on our experience with using RWD to evaluate treatment options for intraocular
lymphoma, we aimed to develop guidelines for the practical utilization of RWD in rare cancers
and other rare diseases. Rare diseases present the challenge of setting up a control group

within a clinical trial given the small number of eligible subjects. However, if published RWD
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are to be used to establish a control group in clinical trials, it is necessary to ensure their
quality and reliability as the results will influence regulatory decisions.

We have developed a guideline for using RWD related to rare diseases based on publicly
available information published by the PMDA and the Ministry of Health, Labour and Welfare,
materials from group meetings, and published articles. The use of RWD instead of RCT data is a
more efficient and cost—effective method for evaluating treatments for rare diseases with a
small number of patients. The use of RWD may facilitate the generation of clinical trial
evidence and development of therapeutic drugs for rare diseases, a task that has been quite

impossible in the past



