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Development of a classification method for uterine adenomyosis based on gene
expression profiles
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Uterine adenomyosis is a disease that causes excessive menstruation,

dysmenorrhea, and infertility, and significantly reduces women®s quality of life. In this study, two
histological classification types were examined. Compared to type 1 adenomyosis, type 2 adenomyosis
was associated with significantly more ovarian endometriotic cysts, deep endometriosis, and
peritoneal endometriosis lesions. In addition, KRAS mutant proteins associated with KRAS mutations
were detected in all classification types and their normal endometrium. Oxidative stress in
endometrial tissues of endometrium with KRAS mutations and adenomyosis was comparable regardless of
site.
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Figure 1. Subtype I and subtype Il adenomyosis. T2-weighted magnetic resonance image (sagittal section)
TGF— B of subtype I (intrinsic, (A) adenomyosis and subtype II (extrinsic, (B) adenomyosis. a, Maximum diameter
of adenomyosis-associated lesion with punctate high-intensity myometrial foci (adenomyosis thickness); b,
TG F— B maximum diameter of myometrial wall thickness (myometrial thickness); and ¢, maximum distance between
the uppermost part of the uterine cavity and internal os (cavity longitudinal distance).
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Univariate and multivariate analysis to identify independent predictors of the early stages of extrinsic adenomyosis.

Variable Univariate analysis P value Multivariate analysis
HR (95% CI) P value
Coexistence of DIE and/or SUP <0.001 9.546 (2.570-31.841) <0.001
Coexistence of OMA <0.001 5.021 (1.523-14.027) 0.004
Number of induced abortion 0.017 1.337 (0.897-3.275) 0.078
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2. Adenomyosis IHC score KRAS, OH-1, 8-OHdG

1&adenomyosis 13 E#EMFE 2Zadenomyosis 2% EFERE PDERE  HEAE EBAE Pvalue
Median (range) Median (range) Median (range) Median (range) Median (range) Median (range) (<0.05)

AR 74 78 37
KRAS IHCscore 230 (120-270) 210 (150-240) 250 (160-280) 230 (180-250) 210 (140-260) 220 (140-260) =
OH-1 IHCscore 240 (200-300) 270 (210-300) 270 (200-300) 270 (250-300) 270 (240-300) 290 (280-300) =
8-OHdG IHCscore 260 (230-300) 250 (220-300) 270 (200-300) 280 (270-300) 290 (250-300) 280 (260-300) =

1. Sho Matsubara, Ryuji Kawaguchi, Kana Iwai et al. Subtype 1 (intrinsic) adenomyosis
is an independent risk factor for dienogest-related serious unpredictable bleeding
in patients with symptomatic adenomyosis. Sci Rep. 2019 Nov 27;9(1):17654.



1 1 1 1
Kobayashi Hiroshi Matsubara Sho Imanaka Shogo 16
Clinicopathological features of different subtypes in adenomyosis: Focus on early lesions 2021
PLOS ONE 0254147
DOI

10.1371/journal .pone.0254147

(Yamada Yuki)

(20588537) (24601)
(Matsubara Sho)

(20825236) (24601)
(Kawaguchi Ryuji)

(50382289) (24601)




