Supplementary Material
S1. Diseases with approval only in Japan or only in the United States
The 13 diseases approved only in Japan and the 14 diseases approved only in the US are summarized in the ICD-10 (Table 2). Both groups spanned a wide range of chapters.
US-only approvals (n = 14) included chronic inflammatory demyelinating polyneuropathy, Dravet syndrome, Rett syndrome, X-linked adrenoleukodystrophy, and aromatic L-amino acid decarboxylase deficiency. Japan-only approval (n = 13) included subacute sclerosing panencephalitis, toxic epidermal necrolysis, polyarteritis nodosa, mixed connective tissue disease, and fibrodysplasia ossificans progressiva.

	ICD-10 chapter
	US only
	Japan only

	1. Infectious and parasitic diseases
	0
	1

	3. Diseases of the blood, hematopoietic organs, and immune system
	1
	1

	4. Endocrine, nutritional, and metabolic diseases
	2
	0

	5. Mental and behavioral disorders
	1
	0

	6. Diseases of the nervous system
	3
	1

	9. Diseases of the circulatory system
	1
	1

	10. Diseases of the respiratory system
	1
	1

	11. Diseases of the digestive system
	1
	1

	12. Diseases of the skin and subcutaneous tissue
	0
	1

	13. Diseases of the musculoskeletal system and connective tissue
	1
	3

	14. Diseases of the genitourinary system
	1
	0

	17. Congenital malformations, deformations, and chromosomal abnormalities
	2
	3

	Total
	14
	13



Table 2. Distribution according to ICD-10 chapter of diseases approved only in Japan (n = 13) and diseases approved only in the United States (n = 14).

S2. Drug lag details for endocrine, nutritional, and metabolic diseases
Approval date differences in Chapter 4 (endocrine, nutritional, and metabolic diseases) were analyzed individually according to disease (Table 3). Diseases with notably long lags included hypoparathyroidism (approximately 39 years 10 months), α1-antitrypsin deficiency (approximately 33 years 1 month), porphyria (approximately 29 years 8 months), cystic fibrosis (approximately 18 years 3 months), and homocystinuria (approximately 17 years 3 months). For these diseases, > 10 years elapsed between US approval and Japanese approval.
Diseases with relatively short lags included Fabry disease (9 months) and lysosomal acid lipase deficiency (3 months). Several diseases were approved earlier in Japan, including Wilson disease (Japan approximately 65 years 6 months earlier), hypophosphatasia (Japan 3 months earlier), and hypogonadotropic hypogonadism (Japan approximately 16 years 6 months earlier).
Within lysosomal storage disease–related conditions (mucopolysaccharidosis subtypes, Fabry disease, Pompe disease, Gaucher disease), approval date differences widely ranged from a few months to approximately 15 years, indicating substantial variation in the timing of introduction into Japan among individual diseases.






	No.
	Disease
	Approval date difference
	Category

	235
	Hypoparathyroidism
	39 yr 9 mo
	≥ 3 years

	231
	α1-Antitrypsin deficiency
	33 yr 1 mo
	≥ 3 years

	254
	Porphyria
	29 yr 8 mo
	≥ 3 years

	299
	Cystic fibrosis
	18 yr 3 mo
	≥ 3 years

	299
	Homocystinuria
	17 yr 3 mo
	≥ 3 years

	19-2
	Pompe disease
	15 yr 5 mo
	≥ 3 years

	240
	Phenylketonuria
	15 yr 3 mo
	≥ 3 years

	241
	Tyrosinemia type 1
	12 yr 11 mo
	≥ 3 years

	78-6
	Adult growth hormone deficiency
	9 yr 11 mo
	≥ 3 years

	78-3
	Thyroid-stimulating hormone (TSH) deficiency
	7 yr 10 mo
	≥ 3 years

	266
	Familial Mediterranean fever
	7 yr 2 mo
	≥ 3 years

	75
	Cushing's disease
	5 yr 3 mo
	≥ 3 years

	79
	Familial hypercholesterolemia (homozygous)
	4 yr 6 mo
	≥ 3 years

	260
	Sitosterolemia
	4 yr 6 mo
	≥ 3 years

	19-10
	Mucopolysaccharidosis type VII
	4 yr 2 mo
	≥ 3 years

	19-4
	Gaucher disease
	3 yr 10 mo
	≥ 3 years

	19-5
	Mucopolysaccharidosis type I
	3 yr 6 mo
	≥ 3 years

	251
	Urea cycle disorders
	3 yr 5 mo
	≥ 3 years

	299
	Hutchinson-Gilford progeria syndrome
	3 yr 2 mo
	≥ 3 years

	78-4
	Growth hormone (GH) deficiency
	2 yr 11 mo
	1-3 years

	78-5
	Short stature due to GH deficiency (pediatric)
	2 yr 11 mo
	1-3 years

	19-9
	Mucopolysaccharidosis type VI
	2 yr 10 mo
	1-3 years

	265
	Lipodystrophy
	2 yr 4 mo
	1-3 years

	19-6
	Mucopolysaccharidosis type II
	1 yr 3 mo
	1-3 years

	19-8
	Mucopolysaccharidosis type IV
	10 mo
	0-1 year

	19-3
	Fabry disease
	9 mo
	0-1 year

	28
	Systemic amyloidosis (AL)
	7 mo
	0-1 year

	19-1
	Lysosomal acid lipase deficiency
	3 mo
	0-1 year

	172
	Hypophosphatasia
	−3 mo
	Japan first

	78-1
	Gonadotropin deficiency
	−16 yr 6 mo
	Japan first

	171
	Wilson disease
	−65 yr 6 mo
	Japan first



Table 3. Disease-level approval date differences between Japan and the US in Chapter 4 (endocrine, nutritional, and metabolic diseases).
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