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Abstract

Mismatch repair (MMR) status is a critical predictive bis for immune inhibitor (IC1) efficacy in colorectal
cancer (CRC); however, direct in vivo comparisons of IC| responsiveness between MMR-deficient (dAMMR) and MMR-proficient
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(pPMMR) tumors within the same patient are exceedingly rare. We report an exceptional case of synthrnnous transver:e
colon cancer with discordant MMR status that demonstrated strikingly divergent r to
A 75-year-old woman with a history of dyslipidemia presented with anemia. She was diagnosed with two synchronous
: T mm————— transverse colon tumors: a locally advanced, centrally located dMMR adenocarcinoma with suspected invasion of adjacent 1
Such canes afer 3 s in vivo model for examiving the Peesmens T demomsnd 4 s o structures, and a separate early-stage pMMR carcinoma near the splenic flexure. Given the advanced dMMR status of the Y
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ol Holegial imghs thal ot be skl donge. I regression. Subsequent open surgery was perfnrmed hological ination revealed a hological 3
et it 8 ety s ﬁb.:mm.mum "’; in the dMMR tumor, but no evidence of treatment effect in the pMMR lesion (T1bN0). The patient remained recurrence-| o-free =
ek secscpamnt = e ot e wpaong 1 o o for 3 months. pective i histochemical analysis of pi biopsy specimens demonstrated dense CD8-
i the : i i
-h.ﬂmr?:n'ww:ndm . the cecoman A kel gy 1 e A o e id e o st positive T-cellinfiltration in the dMMR tumor, whereas CD8 expression was minimal in the pMMR tumor, This case represents a
:x::,::':h::r"m"m. I Wi o St +pora, vt i i s v ol s s rare intra-patient demonstration of dMMR status, together with a CD8-rich tumor microenvironment, conferring considerable
thesame pathet. margis, and reconsiruction was. performed a. hand-sewn sensitivity to ICl therapy, and pMMR status exhibiting resistance, despite identical systemlc |mmune ‘exposure. Our findings
Case report ‘.::n;:nmu s e o g suggestthatMHRsmtusmay serve as a clinically relevant bi for resp: py in CRC and
75 i v i  stry o i vas e iy il eson T sigly G 1 1 ,;..u the imp of biomarker for each tumor.
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benefit from immune checkpoint inhibitors (ICls). MMR-deficient
(dMMR) tumors are characterized by a high tumor mutational
burden and an inflamed tumor microenvironment, rendering
them highly susceptible to programmed cell death protein 1 (PD-
1) blockade therapy [1, 2]. In contrast, MMR-proficient (pMMR)

robust predictive biomarker. However, real-world opportunities
to directly compare ICI responsiveness between dMMR and pMMR
lesions within the same host are exceedingly rare.

Synchronous CRC occurs in approximately 3%-5% of patients;
however, synchronous tumors with discordant MMR profiles
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©The Author(s) under exchusive licence to The Japanese Society for Clinical Malecular Morphology 2025 in the anterior mediastinum. It interior showed moder-
are sigoal inensity, suggesting a thymoma (Fig. 1a). The
A male potient in his late 30s was repentedly mm and  results of contrast-enhanced magnstic resonance imaging
Abstract hospital “The patient hadd no clini-

Clinical summary

We report a rare case of thymoma with extensive clear cell and discuss the hi is of clear cell transfor- far the teeatment of alcohotism. The patient was i'"himl ool synuphocns af iiessthentia gravis, dnd uul-acetylcholine
mation. Although thymic clear cell carcinoma is classified as a subtype of thymic carcinoma, thymoma with extensive clear
cell components has not been veoegmzed a a subtype in the World Health Organization classification (2021). Therefore,

such may be as clear cell Thymic clear cell carcinomas are positive for
glngv:n with a high Ki67 index, whcmm- the clear cell component of the present tumor was negative, with a low index;
diffi may help to disti with extensive clear cell components from thymic clear cell carcinomas. In

this wmor, spindle cells predominantly proliferated in the center, whereas clear cells were densely distributed in the periph-
ery. Hence, the initial tumor likely consisted of spindle cells, some of which transformed into clear cells as the tumor grew
larger. In addition, nuclei of the clear cells were Ily positive for h lated 4 cysteine peptidase. Electron
microscopically, clear cells with eccentrically located nuclei and cyxnplasm cnnlamed large vacuoles, in which irregularly
shaped membranous structures were observed. The hlslology y, and suggest that clear

cell transformation atype of cellular

Keywords Thymoma - Clear cell - Histogenesis - Thymic carcinoma - Spindle cells - Tumor
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Introduction

In thymic epithelial tumors, thymomas usually have a good
prognosis, whereas the prognosis of thymic carcinomas is
poor [1-5]. In the World Health Organization (WHO) clas-
sification (2021) [4, 5], thymic carcinomas are classified
into several subtypes, including clear cell carcinoma. Thy-
momas are diverse in histology, prognosis, and histological
subtypes, including type A, type AB, type B mlcronodular

thymuma with lymphoid and
p y ized by clear cell
have not i asubtype, although

19 cases have been reported (6, 7). Recently, we encountered

a rare case of thymoma with extensive clear cell compo-

nents; here, we report the clinical, macroscopic, histological,

histochemical, immunohistochemical, and electron micro-

scopic findings. Based on these findings, the histogenesis

of the clear cell transfurmanon in the present tumor was
1o be indicative of a process of |

@ ringer

10 0ur hospital for acute pancreatitis. At that fime, contrast-
enhanced chest computed tomography (
messuring 4.3 cm in maximom dizmeter with 3 clear horder

Fig.1 liage and histologi-

neade frv forsatinixed tsswe
10l 1ed O1.

HBE bemaowylin 804 cosin
stasticg, D-PAS perodic acick-
Sebill with diasiave digesiion

receptor antibodies were also negative. Afier the pancreati-
1is improved, and the patient’s condition stabilized, & ol
thymectomy was performed with & nodular lesion in the
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