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Anti-SS-A antibody is an autoantibody found in approximately 70% of patients with
Sjogren's syndrome and 10% of those with systemic lupus erythematosus (SLE), but it is also
present in approximately 1% of healthy individuals. About 2% of pregnant women with anti-SS-A
antibody-positive fetuses develop congenital heart block (CHB). The recurrence rate in the
subsequent pregnancy of mothers whose previous child was affected is as high as 18%.

In the United States, a multicenter, open-label, single-arm, 2-stage clinical trial (PATCH)
was designed using Simon's optimal approach. Anti-SSA/Ro-positive mothers with a previous
pregnancy complicated by congenital heart block (CHB) were recruited (n = 19 Stage 1; n = 35
Stage 2). Patients received 400 mg daily of HCQ prior to completion of gestational week 10, which
was maintained through pregnancy. The primary outcome was 2° or 3° CHB any time during
pregnancy. Total 4 of 54 (7.4%) fetuses developed a primary outcome, demonstrating HCQ
significantly reduces the recurrence of CHB below the historical rate by >50%. (Izmirly P, et al. J
Am Coll Cardiol. 2020: 76;292-302.)

We are currently conducting a clinical trial (J-PATCH), recruiting 20 pregnant mothers
with .a previous pregnancy complicated by CHB. We planned the subsequent clinical trial (J-
PATCH II) , modifying the protocol to be able to assess the efficacy endpoint using Simon’s optimal
approach. The sample size was calculated to be 22 (5% effective, 20% ineffective, a = 0.05, 1-B =
0.9). However, after the discussion with MHLW, we are instructed to conduct a new study
separated from on-going J-PATCH. Therefore, we changed the plan to conduct a new investigator-
initiated clinical trial.

Decentralized Clinical Trials (DCT) refer to a modern approach in clinical research that
reduces reliance on physical visits to trial sites. DCT leverages telemedicine, home nursing, and
digital devices to facilitate trial-related activities. We confirmed DCT can be applicable in the
clinical trial of J-PATCH II to reduce the burden on mothers and children.

We discussed with the Ministry of Health, Labour and Welfare (MHLW) and the
Pharmaceuticals and Medical Devices Agency (PMDA) the scheme using an application to the
Review Committee for Unapproved Drugs and Off-label Drugs. The manufacturing
pharmaceutical company reported that there is no approval for prevention of CHB in anti-SS-A
antibody-positive pregnancies in foreign countries (the United States, the United Kingdom,
France, Germany, Canada, and Australia), but the reimbursement was performed. We noted that
the 2020 American College of Rheumatology Guidelines on Reproductive Health states that “We
conditionally recommend treating all women who are positive for anti-Ro/SSA and/or anti-La/SSB
antibodies with HCQ during pregnancy” and the prevention of recurrence of CHB using HCQ is
expected to be mentioned in the Japanese guidelines in 2025. As a result, the Ministry of Health,
Labour and Welfare (MHLW) and the PMDA requested us to conduct a survey on the actual use
of HCQ for this indication in order to determine the future drug development. Therefore, we are
currently analyzing the health insurance receipt database (JMDC), and conducting a

questionnaire survey to the members of the Japan College of Rheumatology.



