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[Abstract]

Background/aim : In Japan, the aging of patients with hepatocellular carcinoma

(HCC) is progressing rapidly. The aim was to clarify chronological changes in
the background characteristics and prognosis of elderly HCC patients.
Materials/Methods : A total of 771 elderly patients (=75 years) newly diagnosed
with HCC between 2000 and 2023 were included and divided into three periods of
8 years each: Period-|1 (n=147) , Period-2 (n=313) , and Period-3 (n=311) .
Patient characteristics and overall survival (0S) were compared across periods.

Results : Median age increased over time (79 vs. 79 vs. 8| years, p<0.001) .
The proportion of hepatitis C virus (HCV) -related HCC decreased significantly

(71.4% vs. 62.9% vs. 42.8%) , whereas non-viral HCC increased (22.5% vs.
33.0% vs. 54.0%) (p<0.001) over time. Liver function showed a modest
improvement (median ALBI score:—2.36 vs. —2.39 vs. —2.49, p=0.030) ,whereas
the rate of cases beyond the Milan criteria increased (30.6% vs. 42.2% vs.
44.4%, p=0.017) . Although median 0S improved (42.9 vs. 50.| vs. 63.5
months) , the difference was not significant (p=0.117) .

Conclusion: These findings highlight the growing burden of non-viral HCC in
elderly patients and underscore the urgent need for surveillance systems adapted

to this population.

Key Words: hepatocellular carcinoma, viral hepatitis, late-stage elderly
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(Waldenstrém’ s macroglobulinemia, WM) o3&#&iZld, Bruton’ s Tyrosine Kinase
inhibitor (BTKi) T# % ibrutinib AMERA T4, rituximab ¥ OHAFRESHRE I T
%. Ibrutinib |Z BAERESBHRY 7 I mEXHE LEBEMAEHE 21T 2—4, BA
FIEXC T FRAAMLREIC
LEEYRIIL, REMERARSEE (invasive fungal infection, IFI) ®') X 7 # H#En
THLREINT WS,

48, ibrutinib 5% C. Neoformans BARENR % FIE L /- EBI 2 RBR L 7=, TEBIIZ 6
| R BME. WMISxE L T ibrutinib & rituximab fFAFEEEANIMN/A2Y, X— 3 0HEL
\EEE, BT, BRAHBE LA, X— | 2BIERIBEL 7O ibrutinib lIPLIN
14, BRI EE T, X BICHEAT LM ERITHERS 5 C. Neoformans 4R H
It ALY YRY =<7 LRT) 2B (L-AB) £ 7L by > (5-FC) %FA
BL, X+ RICIIBRIEENRMALTHRALL. X+ | 2HBICKBERNRELRD, TO
#X+28RIZ7ILaFV—IL (FLCZ) ~"BITLF. 2@5REIELEL, X+ 3 2BIRRE
¥ -7z,

AEFIS I ENLEREZMICHREL 0, 2MEIT—EOBMEEL LD, BR
REICLYZENICEY, ERRREIHIAEL A TELHICBIKI b L2 L9565
BINIHFE L. TbrutinibBEBITIXIFID ) R 75 FEISERL, BMRERTH->T
LERRRZHEINICED, REHORE - SGENMNANBLIUOREPILZHETIHIT 52 oY
EEZTH5S.
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[Abstract]

A case of cryptococcal meningitis that developed during ibrutinib therapy for
Waldenstrom’ s macroglobulinemia (WM) is reported. A 6l-year-old man presented
with persistent headache, sweating, and nausea approximately two months after
starting ibrutinib and rituximab therapy for WM. Ibrutinib was initially
discontinued on suspicion of an adverse drug reaction, but his symptoms
persisted. Lumbar puncture performed on day X showed C. Neoformans in the
cerebrospinal fluid. Antifungal therapy with liposomal amphotericin B and
flucytosine was started, and cerebrospinal fluid culture became negative on day
X+8. His symptoms improved by day X+ 12, and treatment was switched to
fluconazole on day X+28. He was discharged in good condition on day X+32.
Although the diagnosis was delayed because of nonspecific symptoms, early

cerebrospinal fluid testing and prompt discontinuation of ibrutinib after



confirmation of fungal infection contributed to treatment success. Physicians
should recognize that patients receiving Bruton’ s tyrosine kinase inhibitors
are at increased risk of invasive fungal infections and should consider
cryptococcal

meningitis in the differential diagnosis even when symptoms are mild, such as

headache.

Key Words: Cryptococcus neoformans, invasive fungal infection, ibrutinib
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[Abstract]
The patient was a woman in her 30s. She presented to our hospital after
developing fever two days after her 5-year-old daughter exhibited cold symptoms,

alog with migratory joint pain occurring every three days and erythema with a



central excavation. Physical examination revealed enlarged tonsils with white
coating, swollen and tender cervical lymph nodes, raising suspicion of Group A
Streptococcal infection. Blood tests showed elevated CRP, and the rapid Group A
Streptococcal antigen test was positive. Based on the presence of polyarthritis,
erythema marginatum, fever, and elevated inflammatory markers, the diagnosis of
acute rheumatic fever was made according to the modified Jones criteria. Oral
amoxicillin was initiated for Group A streptococcal eradication. Symptoms
improved, and the patient was discharged. For secondary prevention, a policy of
continuing oral amoxicillin for 5 years was adopted, and the patient has
remained without recurrence. The incidence of acute rheumatic fever has
significantly declined in Japan, and adult cases are extremely rare. Diagnosis
in adults is challenging due to the scarcity of symptoms beyond arthritis.
However, in this case, the diagnosis was possible based on the patient’ s
history of contact with a child and the presence of typical migratory arthritis
and erythema. We report this case with a literature review, as we were able to
achieve a favorable outcome through prompt and appropriate diagnosis and
treatment intervention, and also gained experience with a case where secondary

prevention was attempted.

Key Words: acute rheumatic fever, Group A Streptococcal infection, household
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®BF v IRA> FREZE (immune checkpoint inhibitors : ICI) 3% < D EMIEE
IS L THEENTINT WS, ZEEERAEESE (immune-related adverse
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pneumonitis : irP) IIEELKZBE Y227 H 5, irP IS L TIERTOA RAVE—B
REINBH, BIE PO | 0~20%RRFOA MEARTHS. $B, 2701 F
I irP IS L TRZE 7 0T CEERE (intravenous immunoglobulin @ IVIg) %36
ML, REELRDHET6RBUEO—FIEERL 7. REFTW, ICTEHEPISRIELL
P ISH LR T A K L RBAE AT LA DB HBESRSNT, MA TRy 707
) fEE S L UMK E S0 L TV ez, SZPEFEmICL ZRE) X 79°&W
I L7z, IVIg (400ng/kg/B, 5HM) &HE4TLEY 23, BEL, EEMRR, %
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xS RERRERE RIET L0, BEY 2BV FOA R (P
BB 2 B BRE Y LTHRTH S TREM D 5.
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[Abstract]

Immune checkpoint inhibitors (ICIs) have demonstrated efficacy in a variety of
malignancies ; however, the occurrence of immune-related adverse events (irAEs)
remains a significant concern. Of them, immune-related pneumonitis (irP) can
follow a severe clinical course. Corticosteroids are considered the first-line
treatment for irP, but approximately 10—20% of severe cases are steroid
refractory. A case of a 76-year-old man with steroid-refractory irP who improved
following the addition of intravenous immunoglobulin (IVIg) is reported. In this
case, irP developed during ICI therapy and did not respond adequately to high-
dose corticosteroid pulse therapy. Because the patient also had
hypogammaglobul inemia and hospital-acquired pneumonia, the use of additional
immunosuppressive agents was considered to carry a high risk of infectious
complications. IVIg (400mg/kg/day for 5 days) was administered, resulting in
improvements in oxygenation, radiological findings, and inflommatory markers,
with no relapse during subsequent corticosteroid tapering.Given IVIg s
immunomodulatory effects without increasing infection risk, it may be a useful
second-line therapeutic option for steroid-refractory irP in patients at high

risk of infection.

Key Words: immune checkpoint inhibitors, immune-related pneumonitis, intravenous
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[Abstract]

A 73-year-old man had previously undergone left nephrectomy for ureteral cancer
in 2016 and left lower lobectomy for large cell neuroendocrine carcinoma in
2022. Follow-up plain computed tomography (CT) in November 2024 showed a |5-mm,
cavitary nodule in the right S3. Two months later, the cavity within the nodule
showed enlargement on chest CT, and this lesion showed strong positivity on
positron emission tomography. Partial lung resection with video-assisted
thoracic surgery was performed to differentiate among an inflammatory lesion,
metastatic lung cancer, and primary lung cancer. The introoperative frozen
section diagnosis indicated the presence of malignancy ; however, a definitive
histological diagnosis could not be made, and, consequently, only partial
resection was performed. The final histopathological study showed primary
squamous cell lung carcinoma, and the patient was diagnosed with metachronous

double cancer. Three weeks after the initial surgery, right upper lobectomy was



performed using robot-assisted thoracic surgery (RATS) . The patient was
discharged on postoperative day 7 after an uneventful course. A case of
metachronous double lung cancer with a unique imaging course was described. RATS
was effective as a minimally invasive procedure for a patient with a history of

multiple surgeries due to multiple cancers.

Key Words: metachronous double lung cancer, cavitary lung nodule, robot-assisted

thoracic surgery (RATS)
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[Abstract]

A man in his 90s with symptomatic severe aortic stenosis (STS score 15.6%,
left ventricular ejection fraction (LVEF) 65%) underwent transfemoral
transcatheter aortic valve implantation (TAVI) with a 23mm S3UR valve implanted
with 1.5% oversizing. Post-procedural transthoracic echocardiography (TTE)
showed a mild paravalvular leak (PVL) , and he was discharged on day 3. However,
progressive fatigue and anemia developed from day 10, with laboratory findings
of elevated lactate dehydrogenase, decreased haptoglobin, and schistocytes,
consistent with hemolytic anemia. Despite repeated transfusions, his anemia
worsened, and TTE on day |8 demonstrated moderatePVL. Balloon aortic
valvuloplasty on day 37 failed to reduce PVL, but a valve-in-valve procedure
with a 26-mm S3UR valve (—2cc underfilling) achieved trivial PVL without new
conduction disturbances. Hemolysis subsequently improved, and hemoglobin
stabilized, allowing discharge. Although S3UR has shown good hemodynamics and
less PVL than SAPIEN 3 in prior reports, recent studies suggest a higher
incidence of subclinical hemolysis, particularly in cases with residual PVL or
undersizing. This case highlights that even mild PVL after S3UR can lead to
clinically significant hemolysis, and that o timely valve-in-valve procedure may

be an effective treatment strategy.

Key Words: Transcatheter aortic valve implantation, paravalvular leak, hemolytic

anemia
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[Abstract]

Group A Streptococcus (GAS) is a Gram-positive bacterium that causes various
infections, including pharyngitis. Streptococcal toxic shock syndrome (STSS) is
a severe and potentially fatal condition, with an increasing number of cases
being reported in Japan.

The case of a 35-year-old woman, two months postpartum, who presented with
fever, sore throat, joint pain, and rash, is reported. At presentation, she was
in shock on arrival, with laboratory findings indicating multi-organ failure.
Imaging showed right ovarian enlargement and thrombosis in the inferior vena
cava and right ovarian vein. A rapid antigen test confirmed GAS, and the
clinical course was considered compatible with STSS. Despite broad-spectrum
antibiotics and debridement of lower |imb abscesses, her condition did not
improve. On hospital day 16, laparoscopic surgery was performed. The right ovary
was largely necrotic with multilocular purulent fluid, leading to right
adnexal resection. Postoperatively, her condition improved gradually, and she
was transferred to another hospital for rehabilitation on postoperative day 24.

This case highlights that GAS infection in the postpartum period may present as



a probable case of STSS complicated by tubo-ovarian abscess, requiring timely
surgical intervention. To improve patient outcomes, prompt recognition and

multidisciplinary management are essential.

Key Words: Group A Streptococcus (GAS) , Streptococcal toxic shock syndrome

(STSS) , Laparoscopic Surgery
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