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Diagnostic and Therapeutic Strategy for
Female Patients With Cardiac Amyloidosis
— Reply —

We are grateful to Drs. Imamura and Nakamura for
their interest in and comments on our study,! and for
highlighting some issues regarding the diagnostic and
therapeutic strategies for female patients with wild-type
transthyretin amyloidosis (ATTRwt) in an aged Japanese
community.

First, Imamura and Nakamura focused on differences
in clinical symptoms between female and male patients
with ATTRwt. In our experience, the most frequent
profile leading to diagnosis was heart failure, and the
second most frequent was arrhythmia, in both female
and male patients. However, female ATTRwt patients
had heart failure symptoms even at the stage of mild left
ventricular hypertrophy and preserved ejection fraction.
Regarding extracardiac symptoms, there was no signifi-
cant difference between female and male patients in the
prevalence of carpal tunnel syndrome or lumbar spinal
canal stenosis. A more detailed investigation of the differ-
ences in clinical manifestation by gender in ATTRwt is
needed.

Next, Imamura and Nakamura asked whether it was
necessary to aggressively pursue a diagnosis of ATTRwt
in elderly patients. As points of concern, they raised the
lack of a definitive therapeutic strategy for elderly patients
with ATTRwt and the cost-effectiveness of tafamidis
therapy. We partially agree with their comments, particu-
larly the remarkably high cost of tafamidis. With regard to
tafamidis therapy, for all patients with newly diagnosed
ATTRwt, we confirm the patient requirements for
administration of tafamidis by the Japanese Circulation
Society (JCS).23 Furthermore, there is discussion among
several physicians about whether to start tafamidis therapy
with consideration of various factors including the
patient’s age, disease severity or progression, patient’s will,
patient’s frailty or activity, and comorbidities. In our
initial experiences of tafamidis therapy for ATTRwt over
the past 2 years, we administered tafamidis to 46% of
patients diagnosed with ATTRwt. In a total of 11 female
patients with ATTRwt (mean age of 82.8+5.6 years), 5
patients (mean age of 80.1£5.2 years) were administered
tafamidis and the remaining 6 patients (mean age of
84.4+5.8 years) were not administered tafamidis.

However, even for patients without a suitable indica-
tion for tafamidis therapy, we think that appropriate
diagnosis remains meaningful. For those patients, an
understanding of the progressive and life-threatening
disease may be important in their future lives and also
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for their families and clinicians in order to make plans
for the rest of their life and to manage optimal care as a
viewpoint of an advanced care planning approach.
Furthermore, a correct diagnosis of cardiac amyloidosis is
important to avoid potentially harmful therapies that
may otherwise be standard heart failure treatments. For
patients with cardiac amyloidosis, data are scarce sup-
porting the prognostic benefit of standard heart failure
treatments. Calcium channel blockers and digoxin are
potentially toxic, and f-blockers are regarded as a relative
contraindication. Therefore, we strive to make an accurate
diagnosis of ATTRwt, even in elderly patients, except in
patients who do not want to undergo a detailed exami-
nation.

Imamura and Nakamura also raised the use of neuro-
hormonal blockers for patients with mid-range or reduced
ejection fraction as a concern in the therapeutic strategy
for patients with ATTRwt. We have not proactively used
neurohormonal blockers for patients with ATTRwt. In
the 27 patients with an ejection fraction <50% in our
study,! the mean systolic blood pressure measured at the
time of right heart catheterization was 118£19mmHg, the
stroke volume index was 28.9+7.9mL/m?, and the estimated
glomerular filtration rate was 47t18mL/min/1.73m?. As
described in the JCS guidelines,? in such patients neuro-
hormonal blockers may be poorly tolerated and induce
adverse effects such as hypotension, low cardiac output,
concomitant autonomic dysfunction, and worsening
renal function. However, few studies have shown the
safety and tolerability of angiotensin-converting enzyme
inhibitors and angiotensin receptor blockers in patients
with cardiac amyloidosis.# Further investigations of the
implications of the use of neurohormonal blockers for
patients with ATTRwt are warranted in the future.

Acknowledgment

This work was supported, in part, by a research grant from the Japan
Society for the Promotion of Science (18k08078; to H.K.).

Disclosures

T.K. and H.K. have received consulting fees or honoraria and
remuneration for lectures from Pfizer Japan Inc. H.K. is a member of
Circulation Reports’ Editorial Team. The remaining authors have no
conflicts of interest to declare.

IRB Information

This study was approved by the Ethics Committee on Medical
Research of Kochi Medical School (Reference no. ERB-002080) and
was performed in accordance with the Declaration of Helsinki.

References

1. OchiY, Kubo T, Baba Y, Sugiura K, Ueda M, Miyagawa K,
et al. Wild-type transthyretin amyloidosis in female patients:
Consideration of sex differences. Circ Rep 2021; 3: 465-471.

Received October 18, 2021; accepted October 19, 2021; J-STAGE Advance Publication released online November 11, 2021

H.K. is a member of Circulation Reports’ Editorial Team.

Mailing address: Toru Kubo, MD, Department of Cardiology and Geriatrics, Kochi Medical School, Kochi University, Oko-cho,
Nankoku 783-8505, Japan. E-mail: jm-kubotoru@kochi-u.ac.jp

All rights are reserved to the Japanese Circulation Society. For permissions, please e-mail: cr@j-circ.or.jp

ISSN-2434-0790

D0eo

Circulation Reports Vol.3, December 2021



750

OCHI Y et al.

2. Kitaoka H, Izumi C, Izumiya Y, Inomata T, Ueda M, Kubo T,
et al; on behalf of the Japanese Circulation Society Joint Working
Group. JCS 2020 guideline on diagnosis and treatment of cardiac
amyloidosis. Circ J 2020; 84: 1610—1671.

3. Endo J, Sano M, Izumiya Y, Tsujita K, Nakamura K, Tahara
N, et al. A statement on the appropriate administration of
tafamidis in patients with transthyretin cardiac amyloidosis.
Circ J2019; 84: 15-17.

4. Aimo A, Vergaro G, Castiglione V, Rapezzi C, Emdin M. Safety
and tolerability of neurohormonal antagonism in cardiac
amyloidosis. Eur J Intern Med 2020; 80: 66—72.

Circulation Reports Vol.3, December 2021

Yuri Ochi, MD

Toru Kubo, MD

Yuichi Baba, MD

Naohito Yamasaki, MD

Hiroaki Kitaoka, MD

Department of Cardiology and Geriatrics,

Kochi Medical School, Kochi University,
Nankoku, Japan



