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Fig. 1 Chest X-ray findings. (A) At the first visit to our hospital four years earlier, chest X-ray
showed ground-glass opacities and nodular shadows in both middle and lower lung fields. (B) Mul-

tiple nodular shadows had exacerbated before the time of consultation at Uonuma Kikan Hospital.

Fig.2 Chest CT findings. (A) At the first visit to our hospital four years earlier, chest CT showed
multiple infiltrative opacities and thickening of the interlobular septum. (B) Multiple infiltrative
opacities and thickening of the interlobular septum had progressed before the time of consulta-
tion at Uonuma Kikan Hospital. No hilar or mediastinal lymphadenopathy was observed.
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Table 1

Laboratory findings before surgical lung biopsy

Hematology

WBC 5800 /ul

Neu 49.3 %

Lym 435 %

Mon 6.6 %

Eos 0.3 %

Bas 0.3 %
RBC 402 x 10" /ul.
Hb 10.7 g/dL
Ht 351%
Plt 31.7x10'/uL

Biochemistry

TP 96g/dL
Alb 33g/dL
CK 51U/L
AST 14U/L
ALT 11U/L
LDH 118U/
ALP 309U/L
y-GTP 11U/L
ChE 293U/L
UA 54mg/dL
BUN 16.7mg/dL
Cre 06mg/dL
Na 139 mmol/L
K 44 mmol/L
Cl 102 mmol/L
Ca 92mg/dL
1P 35mg/dL

Serology
CRP 18 mg/dL
KL-6 614 U/mL
IgG 4,127 mg/dL
IgA 626 mg/dL
IgM 347 mg/dL
CH:zo 49U/mL
sIL-2R 711 U/mL
ANA %40
MPO-ANCA (=)
PR3-ANCA (=)
EBV-EA-IgG x 80
EBV-EBNA % 160
EBV-VCA-lgG % 5,120

Urinalysis
Protein (=)
Glucose =}
Oceult blood (=)

Urine sediment
RBC 1-4 /HPF
WBC <1/HPF

EBV: Epstein-Barr virus, EA: early antigen, EBNA: EBV nuclear antigen,

VCA: virus capsid antigen.
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Fig. 3 Histological findings from surgical lung biopsy specimens. (A) Lymphocyte proliferation with alveolar architecture
destruction is observed but no necrosis. Lvmphocyte proliferation is focal, involving follicle-like structures. Upper, hema-
toxylin-eosin (HE) staining, x 5; lower, Elastica van Gieson (EVG) staining, * 5. (B) Destruction of alveolar architecture, as
well as lymphocyte infiltration into the vessel wall, are shown, which could be regarded as polyangiitis. Upper, HE stain-
ing, % 10; lower, EVG staining, % 10. (C) Some EBER-1 positive lymphocytes (arrowheads) spotted in the lymphocytes be-
tween the follicles are found as well as various findings of lymphocyte proliferation and polyangiitis, leading to the diag-
nosis of lymphomatoid granulomatosis, Grade 1. Upper, HE staining, X5; lower, EBER-1 in sifu hybridization, x 10,

EBER: Epstein-Barr virus-encoded small RN As.
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Abstract
A case of asymptomatic pulmonary lymphomatoid granulomatosis

Yoshihisa Hori? Makoto Kurokawa?, Fumitoshi Yoshimine?
Kazumasa Ohashi®, Ryu Ito” and Toshinori Takada®
Department of Respiratory Medicine, Niigata Prefectural Tokamachi Hospital
P Department of Respiratory Medicine and Infectious Diseases, Uonuma Kikan Hospital

A 66-year-old woman visited us with a chest X-ray abnormality at a medical checkup four years ago. Chest
CT demonstrated multiple infiltrates and thickened interlobular walls. She also had hypergammaglobulinemia.
Although she experienced no subjective symptoms, her lung lesions gradually worsened. In bronchoalveolar la-
vage, plasma cells accounted for 69% of the total cells. On surgical lung biopsy, a proliferation of lvmphocytes
with follicle-like structures, disruption of alveolar architecture, and lymphocyte infiltration into the vessel wall
were observed. We also spotted EBER-1 positive lymphocytes between the follicles by immunostaining, which
led to her diagnosis of pulmonary lymphomatoid granulomatosis. The patient has shown no exacerbation for
about one year after diagnosis without specific treatment.
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Regional Disparities in Adherence to Guidelines
for the Treatment of Chronic Heart Failure

Yuji Matsuo', Fumitoshi Yoshimine ', Katsuya Fuse®, Kazuo Suzuki’, Takuya Sakamoto”,
Kenichi Iijima®, Kazuyuki Ozaki’ and Tohru Minamino”

Abstract:

Objective The incidence of chronic heart failure (CHF) is likely to keep increasing in Japan as the popula-
tion ages, placing increased burdens on medical facilities, particularly on the limited numbers of rural hospi-
tals. We explored the appropriateness of CHF treatment in rural areas in Japan.

Methods We compared rates of adherence to therapeutic guidelines for CHF between residents with a left
ventricular ejection fraction <35% living in urban areas (n = 207) and those in rural areas (n = 180). Treat-
ments included pharmacological [beta-blockers, angiotensin-converting enzyme inhibitors (ACEi)/angiotensin
II receptor blocker (ARB), mineralocorticoid receptor antagonist (MRA) and anticoagulants for atrial fibrilla-
tion] and non-pharmacological [implantable cardioverter defibrillator (ICD)/cardiac resynchronization therapy
(CRT), cardiac rehabilitation and HF education] approaches.

Patients This study included 387 patients with CHF, prior myocardial infarction or cardiomyopathy, and a
left ventricular ejection fraction (LVEF) <35% as determined by echocardiography.

Results The respective rates of treatments administered in urban and rural areas were as follows: beta-
blockers. 91.3% vs. 61.7% (p<0.05): ACEI/ARB, 86.5% vs. 68.3% (p<0.05); MRA, 74.4% vs. 59.4% (p<
0.01); anticoagulants, 100% vs. 86.5%, (p<0.05); ICD/CRT, 45.4% vs. 5.0% (p<0.05); cardiac rehabilitation,
32.4% vs. 13.3% (p<0.05) and HF education, 33.3% vs. 32.8% (p=0.75).

Conclusion Regional disparities in treatment for CHF persist, even in Japan. Improvements in the use of
guideline-directed treatment in rural areas might improve the outcomes for CHF patients.

Key words: heart failure, regional disparity, guidelines

(Intern Med 60: 525-532, 2021)
(DOI: 10.2169%/internalmedicine.4660-20)

The prognosis for patients with chronic HF (CHF) wors-

Introduction

Heart failure (HF) indicates cardiac dysfunction caused by
organic and/or functional abnormalities occurring in the
heart and a lack of a compensatory cardiac pump function.
Symptoms such as dyspnea, fatigue and edema appear and
are collectively defined as a clinical syndrome of reduced
exercise tolerance (1). HF may occur due to factors other
than the heart, and 32.5% of HF patients show non-
cardiovascular diseases as the cause (2).

ens when left ventricular contractility declines compared
with when it is maintained (3). However, the prognosis of
CHF with reduced left ventricular contractility (HFrEF) (4)
has been improved, thanks in large part to pharmacothera-
pies, such as beta blockers (5, 6), and cardiac implantable
electric devices (CIEDs), such as implantable cardioverter
defibrillators (ICDs) and cardiac resynchronization therapy
(CRT) (7, 8). According to the guidelines of the Japanese
Circulation Society (9), American Heart Association (10)
and European Society of Cardiology (11), specific choices
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Table 1. Backgrounds of 207 Urban and 180 Rural Residents.
Urban areas  Rural areas

(n=207) (n=180) P value

Age 64+12 80£15 p<0.05
>T75yrs (n, %) 57 (28) 126 (72) p<0.05
Male (n,%) 151 (62) 111 (73) p<0.05
EF (%) 26+6.9 29+5.2 p<0.05
Atrial fibrillation (n,%) 101 (49) 89 (49) p=0.89
Dose of -blocker (mg)  Bisoprolol 3.6+2.0 2.3+1.3 p<0.05
Carvedilol 9.3+6.3 6.8+6.9 p<0.05

Dose of furosemide (mg) 39+34 28423 p<0.05

Results are presented as means+SD or n (%). EF: ejection fraction

Table 2.

Types of Heart Disease of 207 Urban and 180 Rural Residents.

Types of heart disease (n,% ) Ur(l:laznz(z:;;eas Rl(l::llg:-;)as
Ischemic heart disease 62(30) 30017
Dilated cardiomyopathy 59(27) 51(28)
Valvular heart disease 21(10) 26014)
Dilated phase of hypertrophic cardiomyopathy 13(6.3) 2(1.1)
Tachycardia induced cardiomyopathy 9(4.3) 13(7.2)
Cardiac sarcoidosis T(3.4) 0
Left ventricular non-compaction 524 0
Mitochondrial cardiomyopathy 5(2.4) 0(0)
Hypertensive cardiomyopathy 4(1.9) 0(0)
Cardiac amyloidosis 3(1.4) 2(1.1)
Drug-induced cardiomyopathy 3(1.4) 0(0)
Congenital heart disease 3(1.4) 0
Lamin cardiomyopathy 2(1.0) 00
Peripartum cardiomyopathy 1(1.0) 0(0)
Lupus cardiomyopathy 1(0.5) 0(0)
Fabry disease 1 (0.5) 0
Eosinophilic myocarditis 1(0.5) 0(0)
Idiopathic ventricular aneurysm 1 (0.5) 0
Unkown/not examined 8(3.9 60(33)

Results are presented as n (%).

We also conducted comparisons between groups among
subjects 70-85 years old. Tables 3 and 4 show the back-
ground characteristics of the 73 urban and 82 rural residents
(mean age, 78+4.6 years old vs. 79+4.6 years old; p=0.13).
No significant differences were apparent in major character-
istics, such as sex, EF, or prevalence of atrial fibrillation, or
age between the urban versus rural areas (women, 25% vs.
35%; p=0.15; EF, 27+6.0% vs. 28+5.3%; p=0.31; atrial fib-
rillation, 49% vs. 61%; p=0.15). The administered doses (ur-
ban vs. rural) of the beta-blockers bisoprolol and carvedilol
were 3.0£1.6 mg vs. 1.9£1.0 mg (p<0.05) and 6.6+4.6 mg
vs. 6.6£7.1 mg (p=0.67), respectively, and those of the diu-
retic furosemide were 30+£23 mg vs. 29422 mg (p=0.67).
The major underlying pathologies showed a similar tendency
among all age groups (IHD, 46% and 37%; DCM, 18% and
13%: valvular heart disease, 12% and 15%). Secondary car-
diomyopathy was rare because this subgroup was restricted
to elderly subjects. However, in this subgroup as well, the

underlying diseases were not identified for many cases in
rural areas.

Fig. 2 shows the implementation rates of treatments at 70-
85 years old. In this comparison (urban vs. rural), the differ-
ence in the introduction rate of ICD/CRT was clear (beta-
blockers, 84.9% vs. 74.4%, p=0.10; ACEI/ARB, 82.2% vs.
73.2%, p=0.18; MRA, 60.3% vs. 57.3%, p=0.71; anticoagu-
lant therapy, 100% vs. 94%, p=0.13; ICD/CRT, 34.2% vs.
8.5%, p<0.01). Rates of cardiac rehabilitation (urban vs. ru-
ral) were 35.6% vs. 19.5% (p=0.02), and those for HF edu-
cation were 27% vs. 38.6% (p=0.12).

Discussion

In this study, we found considerable disparity between ur-
ban and rural areas in the treatment of CHF with contraction
disorders. However, considering age differences, the differ-
ence in the ICD introduction rate was noticeable, and a dif-
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of essential therapies to improve the patient prognosis have
been recommended according to the clinical status of the in-
dividual patient.

Under the National Health Insurance system of Japan,
which covers almost all people at relatively low expense,
residents of Japan are supposed to have access to a uniform
quality of medical care. Thus, the quality of medical treat-
ment for CHF in rural and urban areas is expected to be of
a similarly high standard. However, epidemiological studies
have predicted that approximately 1.3 million Japanese will
develop HF by 2030 in parallel with the decline in the
population and the rapidly increasing numbers of elderly
persons (12). In particular, the number of aging rural indi-
viduals will far exceed the capacity of medical facilities and
doctors. Thus, many patients with HF may only be able to
receive limited medical treatment in rural areas.

Given this situation, we aimed to determine whether or
not patients with CHF do indeed receive the same standards
of care in rural and urban areas.

Materials and Methods

Patient selection

The study included 387 patients admitted for congestive
HF, with the exception of cases associated with acute myo-
cardial infarction. Patients who had a history of myocardial
infarction or cardiomyopathy and showed a left ventricular
ejection fraction (LVEF) <35% on echocardiography were
registered. HF was diagnosed according to the criteria in the
guidelines [symptoms and physical examinations as de-
scribed above, pleural effusion and/or lung congestion in
chest X-ray, brain natriuretic peptide (BNP) >100 pg/mL or
N-terminal pro-brain natriuretic peptide (NT-proBNP) >400
pg/mL in blood test] (9).

The urban institution was Niigata University Hospital (Ni-
igata City), and the rural institutions were Niigata Prefec-
tural Tokamachi (Tokamachi City), Uonuma City Koide
(Uonuma City), Niigata Prefectural Matsudai (Tokamachi
City) and Tsunan Town (Tsunan Town) Hospitals. The study
periods were from 2006 to 2016 and from 2015 to 2018 in
the urban and rural hospitals, respectively. Patients who died
after hospitalization due to initial acute HF, had unknown
prior therapies due to moving or other reasons or no history
of hospitalization were excluded. All patients enrolled in this
study had a history of hospitalization for HF other than
acute myocardial infarction.

Treatments recommended by guidelines

We compared the rates at which treatments for HFrEF
recommended by the guidelines of the Japanese Circulation
Society (9), American Heart Association (10) and European
Society of Cardiology (11) were implemented between ur-
ban and rural areas. Comparisons were performed both in all
patients and in the subgroup of patients 70-85 years old.
The latter subgroup was established in order to minimize the

effects of differences in the age of both groups on this com-
parison. |beta blocker,
angiotensin-converting enzyme inhibitor (ACEi)/angiotensin
IT receptor blockers (ARB), mineralocorticoid receptor an-
tagonist (MRA) and anticoagulants for atrial fibrillation] and
non-medical (ICD/CRT, cardiac rehabilitation and HF educa-
tion) approaches. The necessity of each treatment in each
patient was decided according to the stage of HF, cardiac
function and presence of atrial/ventricular arrhythmia.

We also compared the administered doses of the beta

Treatments included medical

blockers carvedilol and bisoprolol and of the diuretic fu-
rosemide between the two groups.

Data analyses

Between-group differences in clinical characteristics were
determined using unpaired r-tests, ¥° and Fisher’s exact test
for continuous and categorical variables, respectively. All
data were statistically analyzed using the SPSS software
program, version 25.0 (SPSS, IBM, USA). Two-sided p val-
ues of <0.05 were considered statistically significant. Results
are expressed as the mean + standard deviation (SD) or n
(%).

Results

Patients’ characteristics

Tables 1 and 2 show the backgrounds of the 207 urban
and 180 rural residents (mean age, 6415 vs. 80x15 years
old; p<0.05). Women accounted for 38% and 27% (p<0.05),
and the mean EF was 26% +6.9% vs. 29% +5.2% (p<0.05)
in the urban and rural areas, respectively. The proportion of
patients with atrial fibrillation was 49% in both areas (p=
0.89). The administered doses (urban vs. rural) of the beta-
blockers bisoprolol and carvedilol were 3.6£2.0 vs. 2.3+1.3
and 9.3+6.3 vs. 6.8+6.9 mg, respectively (both p<0.05), and
those of the diuretic furosemide were 39+34 vs. 28423 mg
(p<0.05). The major underlying pathologies in the urban and
rural areas comprised ischemic heart disease (IHD; 30% and
17%, respectively) and dilated cardiomyopathy (DCM; 27%
and 28%, respectively), whereas ITHD, DCM and valvular
heart disease accounted for 60% of the total in both areas.
Secondary cardiomyopathy, including cardiac sarcoidosis,
was more prevalent in the urban than in the rural areas. No-
tably, the types of heart disease had not been clearly diag-
nosed in many patients in the rural areas.

Rates of recommended treatment implementation

Fig. 1 shows the main findings. The implementation rates
for most treatments were higher in urban than in rural areas
(beta-blockers, 91.3% vs. 61.7%, p<0.05; ACEi/ARB, 86.5%
vs. 68.3%, p<0.05: MRA, 74.4% vs. 59.4%, p<0.05; antico-
agulant therapy, 100% vs. 86.5%, p<0.05; ICD/CRT, 45.4%
vs. 5.0%, p<0.05). Rates for cardiac rehabilitation (urban vs.
rural) were 32.4% vs. 13.3% (p<0.05), and those for HF
education were 33.3% vs. 32.8% (p=0.75; not significant).
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Figure 1.

Comparison of GDMT implementation rates among all patients selected from urban and

rural areas. Therapies included beta-blockers, ACEi/ARB, MRA, anticoagulants, ICD/CRT, cardiac
rehabilitation and HF education. MRA: mineral corticoid receptor antagonist, ACEi: angiotensin-
converting enzyme inhibitors, ARB: angiotensin II receptor blockers, CRT: cardiac resynchroniza-
tion therapy, GDMT: guideline-directed medical therapy, HF: heart failure, ICD: implantable car-

dioverter defibrillator (s)

Table 3. Backgrounds of 73 Urban and 82 Rural Residents among 70-85
Years Old.
Urban areas  Rural areas

(n=73) (n=82)  Pvalue
Age 78+4.6 79+4.6  p=0.13
>75yrs (n,%) 50 (69) 62 (76) p=0.24
Male (n, %) 55(75) 53 (65) p=0.15
EF (%) 27£6.0 28453 p=0.31
Atrial fibrillation (n,% ) 36 (49) 50(61) p=0.15
Doze of f-blocker (mg)  Bisoprolol 3.0x1.6 1.9+1.0 p<0.05
Carvedilol 6.6+4.6 6.6+7.1 p=0.98
Doze of furosemide (mg) 30+23 29422 p=0.67

Results are presented as means=SD or n (%). EF: ejection fraction

ference was also apparent in non-pharmacological therapy.
In numerous clinical trials on the treatment of CHF, some
therapeutic options have been shown to have robust favor-
able effects. Several pharmacological agents can improve the
prognosis of CHF and are collectively termed “cardioprotec-
tive” agents. The CONSENSUS Trial Study found that add-
ing enalapril to conventional therapy for patients with severe
CHF reduced mortality and improved symptoms (13). Bi-
soprolol and carvedilol also reduced the risk of death and of
hospitalization for cardiovascular causes in patients with HF
and reduced contractility (5, 6, 14). Thus, the clinical guide-
lines (9-11) recommend adding the above drugs to therapy
for an HF patient to improve their prognosis. In our study,
the implementation rates for cardioprotective agents (beta-
blockers, ACEI/ARBs and MRAs) were considerably low in
rural areas. Even though patients in rural areas tend to have
some limitations concerning their access to medical thera-

pies, such as advanced age and other organ (e.g.. kidney)
dysfunctions, the low implementation rate of cardioprotec-
tive agents may have further reduced the prognosis of HF
patients in rural areas.

In addition to pharmacological therapy, CIEDs, such as
ICDs and CRT, have been shown to be among the essential
treatments for HF patients (15, 16). ICDs improve the prog-
nosis more than antiarrhythmic agents among patients with
persistent ventricular tachycardia and ventricular fibrillation
associated with underlying heart disease (17). A meta-
analysis summarizing these 3 trials showed that ICDs sig-
nificantly reduced mortality compared with amiodarone,
with a 27% reduction in relative mortality over 6 years (18).
The MADIT-1 and MADIT-2 ICD trials concerning the abil-
ity of ICDs to prevent sudden death found an improved
mortality among patients with coronary artery disease and a
reduced left ventricular contractility (19, 20). The SCD-
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Table 4. Types of Heart Disease of 73 Urban and 82 Rural Residents

among 70-85 Years Old.

Types of heart disease (n,%)

Urban areas  Rural areas

(n=73) (n=82)
Ischemic heart disease 35(46) 30(37)
Dilated cardiomyopathy 14(18) 11(13)
Valvular heart disease 9(12) 12(15)
Dilated phase of hypertrophic cardiomyopathy 6(7.9) 1(1.2)
Tachycardia induced cardiomyopathy 4(5.3) 6(7.3)
Cardiac sarcoidosis 1(1.3) 00
Hypertensive cardiomyopathy 2(2.6) 0(0)
Cardiac amyloidosis 0(0) 2(24)
Idiopathic ventricular aneurysm 1(1.3) 0
Unkown/not examined 4(5.3) 23(28)

Results are presented as n (%).
p=0.18 p=0.71 p=0.13 p=0.01 p=0.02 p=0.12
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100
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Figure 2. Comparison of GDMT implementation rates among patients of 70-85years old selected
from urban and rural areas. Therapies included B-blockers, ACEI/ARB, MRA, anticoagulants, ICD/
CRT, cardiac rehabilitation and HF education. MRA: mineralcorticoid receptor antagonist, ACEi:
angiotensin-converting enzyme inhibitors, ARB: angiotensin Il receptor blockers, CRT: cardiac re-
synchronization therapy, GDMT: guideline-directed medical therapy, HF: heart failure, ICD: im-

plantable cardioverter defibrillator (s)

HeFT and DEFINITE trials found that ICDs tend to reduce
sudden death even among patients with non-ischemic heart
disease (21, 22). The prognosis-improving effects of CRT
have also been proven in various clinical trials (COMPAN-
ION, CARE-HF) (7, 8). CRT is more effective in patients
with advanced cardiac dysfunction and conduction distur-
bances, such as left bundle branch block, than in others. The
patients who receive treatment with CRT and show normali-
zation of the cardiac function are called “super-responders”.
CRT is thus an essential treatment for HF patients in combi-
nation with pharmacological therapy.

However, the implantation and management of CIEDs re-
quires specialized skills that are often available only in terti-
ary hospitals located in urban areas. Difficulty accessing ter-
tiary hospitals may make patients in rural areas hesitant to

receive CIED therapy. In our study, the difference in imple-
mentation rates between urban and rural areas was greatest
for CIEDs (45.4% vs. 5.0%, p<0.05). The increasing use of
CIEDs in rural areas may have substantial positive impacts
on the general prognosis of HF patients. In recent years, re-
mote monitoring systems for CIEDs have been widely im-
plemented, and clinical studies [such as IN-
TIME (23)] have shown prognosis-improving effects of
monitoring systems. Such systems may make it easier for
patients in rural areas to access CIED treatment by reducing
the need to visit doctors directly in tertiary hospitals.
Although not investigated in the present study, catheter in-
terventions for structural heart disease, such as severe aortic
stenosis and mitral regurgitation, have been becoming com-
mon options for managing HF patients. Transcatheter aortic

some
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valve replacement (TAVR) and transcatheter repair of func-
tional mitral regurgitation (Mitraclip) are representative
methods (24, 25). These therapies are characterized by mini-
mal invasiveness and can be performed in patients who are
unable to undergo conventional open-chest operations due to
high risk or high age. However, these therapies are often
provided in quite specialized hospitals in urban areas. In our
study, HF patients tended to be older in rural areas than in
urban areas, and those patients who might benefit the most
from these novel techniques seem to predominantly live in
rural areas. We feel it is important to provide opportunities
to access the latest technologies to HF patients living in not
only urban areas but also rural areas.

These pharmacological and non-pharmacological treat-
ments are being combined and applied in clinical practice,
and the prognosis of patients is thus improving. However,
with the impending pandemic of HF, the prognosis needs to
be further improved. Nationwide standard care should be ac-
cessible in developed countries such as Japan, but this has
never been verified in terms of actual practice. The present
study is unique in focusing on regional disparities in guide-
line adherence, revealing a significant disparity in “real-
world™ clinical practice. Efforts to improve this might help
improve the prognosis of all patients with HF. The IM-
PROVE HF study on the rates of guideline-directed medical
therapy (GDMT) implementation in HFrEF outpatient care
in the USA found that the baseline implementation rates of
ACEI/ARB, beta blockers and MRA were 36.1%, 20.5%
and 74.4%, respectively (26). The Change the Management
of Patients with Heart Failure (CHAMP-HF) study found
that the target doses of recommended medications were pre-
scribed to only 1.1% of participants (27). In the treatment of
HF, the duration of hospital stay also has a significant im-
pact on the clinical courses of older individuals. Long hospi-
tal stays lead to a poor cognitive function and disuse. In the
Acute Decompensated Heart Failure Syndromes (ATTEND),
a registry of acute HF in Japan, the mean length of stay was
31 days (median, 21 days), which was longer than that of
Western countries (28). Providing high-quality, efficient
medical care for patients with HF is important in Japan,
where the population is rapidly aging. The Chronic Heart
Failure Analysis and Registry in the Tohoku District
(CHART)-2 and Japanese Cardiac Registry of Heart Failure
in Cardiology (JCARE-CARD) are observational studies of
chronic HF in Japan. Both registries included many elderly
individuals, and many patients had multiple comorbidities,
such as diabetes, hypertension, atrial fibrillation and chronic
kidney disease. The clinical backgrounds were more severe
in elderly HF patients than in young ones. The readmission
rate due to worsening HF was 36.3% at 2.1 years™ follow-up
after discharge (29, 30). In addition to the treatment of un-
derlying diseases with pharmacological therapy, patient edu-
cation and care support were also shown to be important to
prevent exacerbation of HF in the elderly. This is because
many patients are hospitalized due to preventable issues,
such as inadequate salt/water restrictions, overwork, inade-

quate use of therapeutic drugs and mental or physical
stress (31).

The present study found that aging was more rapid in ru-
ral areas than in urban areas. Basic heart disease is often di-
agnosed in urban areas, whereas many patients in rural areas
have undiagnosed underlying heart disease. In recent years,
some kinds of cardiomyopathy, such as cardiac amyloidosis
and Fabry disease, have become treatable with specific
medicines (32, 33). In addition to the low rates of guideline
adherence, the absence of the diagnosis of underlying heart
disecase may deteriorate the prognosis of HF patients in rural
areas.

Rates of adherence to guidelines were lower in rural areas
for almost all therapies, but considering the age differences,
the difference in the ICD introduction rate was marked.
Combining the present findings with those of the BIOlogy
Study to TAilored Treatment in Chronic Heart Failure
(BIOSTAT-CHF) study (34) on the target dose administra-
tion for GDMT in patients HFrEF, patient-related factors
also influence the outcomes of target dose administration.
Treatment could not be administered due to the high possi-
bility of adverse events, such as bradycardia, renal injury
and hyperkalemia, in some patients in rural areas, probably
due to their advanced age. Doses of beta-blockers were also
lower in rural areas than in urban areas in the present study.
Although the adherence to guidelines for pharmacological
therapies was relatively good in both areas, the adherence to
guidelines for non-pharmacological therapies had room for
improvement, even when the effect of age was reduced. Pro-
moting the placement of physical therapists engaged in reha-
bilitation in rural areas is thus necessary. Fewer devices
(ICD/CRT) were implanted in rural areas than in urban ar-
eas, indicating an opportunity to improve the outcomes of
patients with HF. Implantation of an ICD can prevent sud-
den death among patients with a reduced left ventricular
contractility who are likely to have fatal arrhyth-
mias (35-37). The active introduction of ICD/CRT may help
improve the prognosis of patients with CHF in rural areas.

With the looming HF pandemic, a limited number of doc-
tors and hospitals will have to manage the growing cohort
of HF patients in rural areas. In fact, only a few cardiolo-
gists were present in rural areas in this study. Regarding the
use of drugs for HF, it is important to pay attention to side
effects and to refrain from administering drugs that can
worsen HF [particularly non-steroidal anti-inflammatory
drugs (NSAIDs)] when treating HF in the elderly (38). To
improve the prognosis of HF patients, we need to maintain
robust contact with non-cardiologists in rural areas by shar-
ing the latest information about managing HF patients. In
addition, improving the infrastructure, such as access to heli-
copter emergency medical services (“Doctor-Heli™), also ap-
pears to be important. Many patients in rural areas had un-
known underlying heart disease, even after excluding the ef-
fects of age. We need to establish more effective and effi-
cient systems of managing HF before the HF pandemic be-
comes serious. Enacting nationwide improvements to the
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implementation rate of essential treatments without regional
disparity may be one practical option for combatting the HF
pandemic.

Study limitations

This study included only five facilities and a small cohort
of residents in a single prefecture in Japan. More elderly
persons live in rural than in urban areas. Differences in age
would clearly have some effect on the treatment content, but
whether this is acceptable or not requires further study.

The background also differed between the two groups in
terms of the collection period, which may have affected the
results (even in advanced cases, the introduction of treat-
ment was partially insufficient in rural areas).

Some pharmacotherapeutic approaches might not have
been attempted in rural areas due to concerns about adverse
events associated with a high age and deteriorated organ
(kidney, liver, etc.) function in rural areas. Nonetheless, why
pharmacological and non-pharmacological strategies were
not implemented remains obscure. We also did not assess
whether or not differences in implementation rates would af-
fect the prognosis. A larger prospective study that focuses
on regional disparities and the prognosis is thus needed.

Conclusion

We found that regional disparities in treatment for HF
persist in Japan. Improvements in the use of GDMT, espe-
cially ICD/CRT, in rural areas might improve outcomes for
patients with HF. A prospective study is needed to prove
this hypothesis.

The authors state that they have no Conflict of Interest (COI).

Acknowledgement

The authors thank the medical staff at Niigata Prefectural To-
kamachi Hospital, Uonuma City Koide Hospital, Niigata Prefec-
tural Matsudai Hospital, Tsunan Town Hospital and the Depart-
ment of Cardiovascular Biology and Medicine, Niigata Univer-
sity Graduate School of Medical and Dental Sciences.

References

1. Taylor CJ, Hobbs FD, Marshall T, Leyva-Leon F, Gale N. From
breathless to failure: symptom onset and diagnostic meaning in
patients with heart failure-a qualitative study. BMJ Open 7:
e013648, 2017,

2. Kabutoya T, Sato H, Aramaki E, et al. Clinical characteristics of
heart failure from case reports presented at reginal meeting of the
Japanese society of internal medicine. Intern Med 58: 2145-2150,
2019.

3. Vasan RS, Benjamin EJI, Levy D. Prevalence, clinical features and
prognosis of diastolic heart failure: an epidemiologic perspective. J
Am Coll Cardiol 26: 1565-1574, 1995,

4. Hsu 1), Ziacian B, Fonarow GC. Heart failure with mid-range
(borderline) ejection fraction: clinical implications and future di-
rections. JACC Heart Fail 5: 763-771. 2017.

5. CIBIS-II Investigators Committees. The Cardiac Insufficiency Bi-
soprolol Study Il (CIBIS-II): a randomized trial. Lancet 353: 9-13,

10.

11.

12.

14.

15.

16.

17.

18.

19.

1999,

. Packer M, Bristow MR, Cohn IN, et al. The effect of carvedilol

on morbidity and mortality in patients with chronic heart failure.
U.S. Carvedilol Heart Failure Study Group. N Engl | Med 334:
1349-1355, 1996.

Bristow MR, Saxon LA, Boehmer J, et al.: Comparison of Medi-
cal Therapy. Pacing, and Defibrillation in Heart Failure (COM-
PANION) Investigators. Cardiac-resynchronization therapy with or
without an implantable defibrillator in advanced chronic heart fail-
ure. N Engl ] Med 350: 2140-2150. 2004.

Cleland JG, Daubert JC, Erdmann E, et al; Cardiac
Resynchronization-Heart Failure (CARE-HF) Study Investigators,
The effect of cardiac resynchronization on morbidity and mortality
in heart failure. N Engl J Med 352: 1539-1549, 2005.

. Guidelines for Diagnosis and Treatment of Acute and Chronic

Heart Failure (JCS 2017/JHFS 2017) [Internet]. [cited 2019 Jul
14]. Available from: http://www.j-circ.orjp/guideline/pdf/JCS2017_
tsutsui_h.pdf’ (in Japanese).

2017 ACC/AHA/HFSA Focused Update of the 2013 ACCF/AHA
Guideline for the Management of Heart Failure. A report of the
American College of Cardiology/American Heart Association Task
Force on Clinical Practice Guidelines and the Heart Failure Soci-
ety of America. Circulation 136: el37-el6l, 2017.

2016 ESC Guidelines for the diagnosis and treatment of acute and
chronic heart failure: The Task Force for the diagnosis and treat-
ment of acute and chronic heart failure of the European Society of
Cardiology (ESC). Developed with the special contribution of the
Heart Failure Association (HFA) of the ESC. European Heart
Journal 37: 2129-2200, 2016.

Okura Y, Ramadan MM, Ohno Y, et al. Impending epidemic - fu-
ture projection of heart failure in Japan to the year 2055. Circ J
72: 489-491, 2008.

. CONSENSUS Trial Study Group. Effects of enalapril on mortality

in severe congestive heart failure. Results of the Cooperative
North Scandinavian Enalapril Survival Study (CONSENSUS). N
Engl ] Med 316: 1429-1435, 1987.

Packer M, Coats AlJ, Fowler MB, et al.: Carvedilol Prospective
Randomized Cumulative Survival Study Group. Effect of carve-
dilol on survival in severe chronic heart failure. N Engl ] Med
344: 1651-1658, 2001.

Connolly SJ. Gent M, Roberts RS, et al. Canadian implantable de-
fibrillator study (CIDS) : a randomized trial of the implantable
cardioverter defibrillator against amiodarone. Circulation 101:
1297-1302, 2000.

Connolly SJ, Hallstrom AP, Cappato R, et al. Meta-analysis of the
implantable cardioverter defibrillator secondary prevention trials.
AVID, CASH and CIDS studies. Antiarrhythmics vs. Implantable
Defibrillator study. Cardiac Arrest Study Hamburg. Canadian Im-
plantable Defibrillator Study. Eur Heart J 21: 2071-2078, 2000,
Antiarrhythmics versus Implantable Defibrillators (AVID) Investi-
gators. A comparison of antiarrhythmic-drug therapy with implant-
able defibrillators in patients resuscitated from near-fatal ventricu-
lar arrhythmias. N Engl ] Med 337: 1576-1583. 1997.

Kuck KH. Cappato R, Siebels J, Riippel R. Randomized compari-
son of antiarthythmic drug therapy with implantable defibrillators
in patients resuscitated from cardiac arrest : the Cardiac Arrest
Study Hamburg (CASH). Circulation 102: 748-754, 2000.

Moss AJ, Hall WJ, Cannom DS, et al.: Multicenter Automatic De-
fibrillator Implantation Trial Investigators. Improved survival with
an implanted defibrillator in patients with coronary disease at high
risk for ventricular arrhythmia. N Engl J Med 335: 1933-1940,
1996.

Moss Al, Zarcba W. Hall WJ, et al.: Multicenter Automatic De-
fibrillator Implantation Trial IT Investigators, Prophylactic implan-
tation of a defibrillator in patients with myocardial infarction and
reduced ejection fraction. N Engl J Med 346: 877-883, 2002.



Intern Med 60: 525-532, 2021

DOI: 10.2169/internalmedicine.4660-20

21.

22.

23.

25,

26.

27.

28.

29,

Bardy GH, Lee KL. Mark DB, et al.; Sudden Cardiac Death in
Heart Failure Trial (SCD-HeFT) Investigators. Amiodarone or an
implantable cardioverter-defibrillator for congestive heart failure. N
Engl J Med 352: 225-237, 2005.

Kadish A, Dyer A, Daubert JP, et al.; Defibrillators in Non-
Ischemic Cardiomyopathy Treatment Evaluation (DEFINITE) In-
vestigators. Prophylactic defibrillator implantation in patients with
nonischemic dilated cardiomyopathy. N Engl J Med 350: 2151-
2158, 2004.

Hindricks G, Taborsky M, Glikson M, et al. Implant-based multi-
parameter telemonitoring of patients with heart failure (IN-TIME):
a randomised controlled trial. Lancet 384: 583-590, 2014,

Smith CR, Leon MB, Mack MJ, et al.; PARTNER Trial Investiga-
tor. Transcatheter versus surgical aortic-valve replacement in high-
risk patients. N Engl J Med 364: 2187-2198, 2011.

Feldman T, Foster E, Glower DD, et al. Percutaneous repair or
surgery for mitral regurgitation. N Engl J Med 364: 1395-1406,
2011.

Fonarow GC, Yancy CW, Albert NM, et al. Improving the use of
evidence-based heart failure therapies in the outpatient setting: the
IMPROVE HF performance improvement registry. Am Heart J
154: 12-38, 2007.

Greene SJ, Butler J, Albert NM, et al. Medical therapy for heart
failure with reduced ejection fraction The CHAMP-HF registry. J
Am Coll Cardiol 72: 351-366, 2018.

Sato N, Kajimoto K, Asai K, et al. Acute decompensated heart
failure syndromes (ATTEND) registry. A prospective observational
multicenter cohort study : rationale, design, and preliminary data.
Am Heart J 159: 949-955.¢e1, 2020.

Sato M. Sakata Y, Sato K, et al. Clinical characteristics and prog-
nostic factors in elderly patients with chronic heart failure -a re-
port from the CHART-2 study-. Int J Cardiol Heart Vasc 27:
100497, 2020.

30. Hamaguchi S, Kinugawa S, Goto D, et al. Predictors of long-term
adverse outcomes in elderly patients over 80 years hospitalized
with heart failure. - a report from the Japanese Cardiac Registry of
Heart Failure in Cardiology (JCARE-CARD)-. Circ J 75: 2403-
2410, 2011.

31. Tsuchihashi M, Tsutsui H, Kodama K, et al. Medical and socioen-
vironmental predictors of hospital readmission in patients with
congestive heart failure. Am Heart J 142: 20A-26A, 2001.

32. Maurer MS, Schwartz JH, Gundapaneni B, et al. Tafamidis treat-
ment for patients with transthyretin amyloid cardiomyopathy. N
Engl J Med 379: 1007-1016, 2018.

33. Schiffmann R, Kopp JB, Austin HA 3rd, et al. Enzyme replace-
ment therapy in Fabry disease: a randomized controlled trial.
JAMA 285: 2743-2749, 2001.

34. Ouwerkerk W, Zwinderman AH, Ng LL, et al. Biomarker-guided
versus guideline-based treatment of patients with heart failure: Re-
sults From BIOSTAT-CHE J Am Coll Cardiol 71: 386-398, 2018.

35. Popovi¢ AD, Neskovi¢ AN, Pavlovski K, et al. Association of
ventricular arrhythmias with left ventricular remodelling after
myocardial infarction. Heart 77: 423-427, 1997.

36. Grimm W, Glaveris C, Hoffmann J, et al. Noninvasive arrhythmia
risk stratification in idiopathic dilated cardiomyopathy: results of
the Marburg Cardiomyopathy Study. Circulation 108: 2883-2891,
2003.

37. Kadish A, Dyer A, Daubert JP, et al. Prophylactic defibrillator im-
plantation in patients with nonischemic dilated cardiomyopathy. N
Engl J Med 350: 2151-2158, 2004,

38. Yamasaki N, Kitaoka Y, Matsumura Y, et al. Heart failure in eld-
erly. Intern Med 42: 383-388, 2003.

The Internal Medicine is an Open Access journal distributed under the Creative
Commons Attribution-NonCommercial-NoDerivatives 4.0 International License. To
view the details of this license, please visit (https://creativecommons.org/licenses/
by-nc-nd/4.0/).

(© 2021 The Japanese Society of Internal Medicine
Intern Med 60: 525-532, 2021



R LR O 1 )

W WSETME MY OKE EAT M BN 6 86T
ki

)

[ Jpn J Cancer Chemaother 47(13): 2080-2082. December, 2020)

A Case of Cavitary Lung Metastasis of Rectal Cancer: Akemi Watanabe*', Hiroyuki Fukunari*', Masato Mito®', Tetsuji
Hayashi*', Yusuke Tani** and Yoichi Ajioka**(*'Dept. of Surgery, Niigata Prefectural Tokamachi Hospital, **Division of Cellular
and Molecular Pathology, Niigata University Graduate School of Medical and Dental Sciences)
Summary

We report a rare case of cavitary lung metastasis of rectal cancer, diagnosed initially as septic pulmonary embolism. A 55-
year-old woman underwent emergency Hartmann's operation for perforation of the rectal cancer with multiple liver metas-
tases. A 2 cm-sized thin-walled cavitary lesion was seen in the left upperlobe of the lung by CT, and septic pulmonary
embolism was suspected. She recoverd from sepsis after intensive care treatment. Pathological diagnosis is adenocarcinoma
(tub2), T3N1M1, Stage IV, she underwent chemotherapy. Serum CEA level was high preoperatively but gradually decreased
to normal 4 months after the operation. Multiple liver metastases showed calcification, and the lung lesions remained
unchanged on CT. She continued chemotherapy while changing the anticancer drug due to side effects. One year and
5 months after operation, lung CT showed thickened wall and spicula around the cavitary lesion. Serum CEA level was nor-
mal, SLX and NSE slightly increased and serum aspergillus antigen was positive. Bronchial lavage cytology was Class I and
scrape cytology was Class Il in bronchoscopy. Lung metastasis, primary lung cancer or aspergilloma were suspected and we
performed partial lung resection. The pathological diagnosis was rectal cancer lung metastasis. Key words: Lung cavitary
lesion, Lung metastasis, Rectal cancer (Received Jun. 29, 2020/ Accepted Jul. 20, 2020)
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Fig.1 a, c:XP and CT at first operation.
b, d: XP and CT at 1 vear and 5 months after operation.

Fig.2 a: White cavity lesion was observed in the left lung apex.
b: Well-differentiated adenocarcinoma similar to the last time (HE staining X 100).

¢: CK7 negative (immunostaining).
d: CK20 positive (immunostaining).
e: CDX2 positive (immunostaining).
f: TTF-1 negative (immunostaining).
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A Case of Peritoneal Lymphomatosis Diagnosed by Laparoscopic Biopsy: Masato Mito, Hiroyuki Fukunari, Akemi
Watanabe and Tetsuji Hayashi (Dept. of Surgery, Niigata Prefectural Tokamachi Hospital)
Summary

Peritoneal lymphomatosis is an extremely rare presentation of lymphoma. We report a case of peritoneal lymphomatosis
diagnosed by laparoscopic biopsy. A 56-year-old female presented to our hospital with a 2-week history of increasing
abdominal distension associated with anorexia and generalized weakness. Abdominal CT findings demonstrated extensive
disseminated peritoneal disease with marked thickening of the peritoneal surfaces and a large omental cake with large vol-
ume ascites. The examination of blood data and cytology of ascites indicated to the diagnosis of malignant lymphoma. She
was proceeded to an urgent laparoscopic biopsy for diagnosis and observed the thickening of the peritoneal surfaces and
large volume ascites. Pathological and immunohistochemical examination of the omentum revealed that it was diffuse large
B-cell lymphoma presented by peritoneal lymphomatosis. The patient started an immediate course of combination chemo-
therapy consisting of rituximab, cyclophosphamide, doxorubicin vincristine and prednisolone (R-CHOP) and no recurrence
has been noted for 5 years and 10 months from first visit. The differential diagnosis for disseminated peritoneal disease is
vast. Laparoscopic biopsy was minimally invasive, and useful for an urgent and accurate the diagnosis and the treatment
strategy of disseminated peritoneal disease. Key words: Laparoscopic biopsy, Peritoneal lymphomatosis (Received Jun. 19,
2020/ Accepted Jul. 10, 2020)
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Fig. 1

Abdominal CT findings (axial view) demonstrating extensive
ascites thickening of omentum (arrow in A) and uterine wall

(arrow in B).

Fig.2 Operative findings revealed that abundant ascites(A)and
adhesion between greater omentum and intestine (arrow
head in B). Laparoscopic biopsy were performed from
round ligament of liver (arrow in B). omental appendices
and greater omentum of right upper quadrant.
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NONPERFORATED ACUTE APPENDICITIS WITH A DIAGNOSIS OF DISSEMINATED
INTRAVASCULAR COAGULATION

Masato MITO., Hiroyuki FUKUNARI, Akemi WATANABE and Tetsuji HAY ASHI
Division of Surgery, Niigata Prefectural Tookamachi Hospital

Nonperforated acute appendicitis with disseminated intravascular coagulation (DIC) due to sepsis has
rarely been reported. An 82-year-old man presented with nausea and epigastric pain at 3 am. and under-
went a checkup at another hospital in the evening of the same day. Suspected of having appendicitis, the
patient was sent to our department and underwent an abdominal computed tomography scan that re-
vealed swelling of the appendix at 13 mm without calcification. However, the findings did not suggest
perforation. However, fever, blood analysis, and biochemical findings led to a diagnosis of nonperforated
acute appendicitis with DIC. An emergency operation was performed. The surgical findings and histopa-
thology revealed phlegmonous appendicitis without perforation. Postoperative intensive therapy improved
the patient's general condition. The existence of nonperforated acute appendicitis with DIC due to sepsis
should be recognized. It could cause the health of an elderly man to deteriorate quickly.

Key words : nonperforated acute appendicitis, DIC
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Na 139 mEq/! no ST change

N K 4.6 mEq/l
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