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ABSTRACT　Cardiac amyloidosis (CA) is caused by deposition of amyloid fibrils in the myocardium and has two main sub-
types, transthyretin cardiac amyloidosis (ATTR) and immunoglobulin light chain cardiac amyloidosis (AL). ATTR is further dif-
ferentiated into  wild-type  (wtATTR)  and hereditary  (hATTR),  depending  on  the  absence  or  presence  of  mutation  in  the  trans-
thyretin gene.  The increased recognition of  disease with the improvement in diagnostic  armamentarium and serendipitous ad-
vancements in the therapeutic landscape have changed the status of CA from being a rare and untreatable disease to being a not-
so-rare and treatable disease. Both ATTR and AL have certain clinical aspects that can provide early clues for the disease. While
electrocardiography followed by echocardiography and subsequently cardiac magnetic resonance can raise suspicion for CA, the
definitive diagnosis of ATTR is non-invasively established by bone scintigraphy while that of AL always needs histological con-
firmation. Severity of CA can be gauged by serum biomarker-based staging of both ATTR and AL. ATTR therapies work by silen-
cing  or  stabilizing  TTR  or  by  degrading  amyloid  fibrils,  while  AL  is  managed  with  anti-plasma  cell  therapies  and  autologous
stem cell transplant.

  

Amyloidosis constitutes a group of dis-
eases that is caused by misfolding and ex-
tracellular deposition of proteins in vari-

ous tissues in bundles of β-sheet fibrillar protein.[1]

The deposition of large amounts of amyloid fibrils
can disrupt the tissue architecture and result in organ
dysfunction. Cardiac involvement is the leading eti-
ology of morbidity and mortality in amyloidosis.[2]

Cardiac amyloidosis (CA) manifests as a restrictive
cardiomyopathy and has two main subtypes, immun-
oglobulin light chain cardiac amyloidosis (AL) and
transthyretin cardiac amyloidosis (ATTR).[3] In AL,
the amyloid fibrils are formed by the N-terminal fra-
gment of a monoclonal immunoglobulin light chain
produced by a low proliferating bone marrow pla-
sma cell clone (Figure 1). On the other hand, ATTR
is derived from dissociation and misfolding of hep-
atically-derived transthyretin (TTR) protein, a carrier
of thyroxine and retinol binding protein. ATTR is
further subdivided into wild-type (wtATTR) and her-
editary (hATTR) types, depending on the absence
or presence of mutation in the precursor protein
gene.

CA remains an underdiagnosed and misdiagno-
sed disease, primarily due to its phenotypic overlap
with other diseases including hypertrophic cardi-
omyopathy. CA has been found in 13% of patients

with diastolic heart failure, 16% of patients with de-
generative aortic valve stenosis, and 9% of patients
who were previously diagnosed as hypertrophic
cardiomyopathy.[4,5,6] In addition, postmortem histo-
logical studies have revealed that up to one-quarter
of octogenarians have myocardial amyloid deposits.[7]

While improved testing and expansion in the dia-
gnostic armamentarium to diagnose CA has unleas-
hed notable community prevalence of CA, there is
ever-increasing need of recognizing these patients
at an early stage in order to maximize the therapeutic
potential of new disease-modifying therapies avail-
able.

This review aims to highlight pathophysiological
and epidemiological differences between wtATTR,
hATTR and AL, detail clinical features that could pot-
entially help in the early detection of CA, discuss role
of multimodality imaging and endomyocardial bio-
psy in the diagnostic workup, and finally elaborate
management strategies for CA.

 EPIDEMIOLOGY AND NATURAL COURSE
OF DISEASE

 Immunoglobulin light chain amyloidosis (AL)

AL remains the most common type CA, account-
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ing for 55% of all cases.[8] The incidence of AL is ap-
proximately 2200 new cases annually in the United
States.[9] The median age at diagnosis is about 65
years, with men being affected slightly more com-
pared with women, and the disease course is more
aggressive compared with ATTR due to cardiotox-
icity associated with amyloidogenic light chains.[10]

While AL can involve all organs except the brain, kid-
ney (74%) and heart (60%) are the most frequently
affected organs.[11] Cardiac involvement is the key
prognostic determinant. AL patients who present
with symptomatic heart failure have a median sur-
vival of 6 months without successful therapy.[9]

 Wild-type transthyretin amyloidosis (wtATTR)

wtATTR is increasingly being recognized as the
most common type of CA in the elderly. The incid-
ence of wtATTR has increased exponentially in the
past three decades, from less than 3% of all CA cases
in the period 1987–2009 to 14% in the period 2010–
2015 and eventually to 25% in the period 2016–2019.[8]

This trend reflects substantially greater recognition
of disease with the emergence of non-invasive ima-
ging modalities for screening and diagnosing wtATTR.
wtATTR almost exclusively affects the elderly pop-
ulation, predominantly affects males and Caucasi-
ans, and involves the heart in > 90% of cases. The me-
dian age at diagnosis is 75 years, and overall survival
from diagnosis has been reported to be 3.6 years.[12]

 Hereditary transthyretin amyloidosis (hATTR)

hATTR is caused by > 120 delineated mutations

in the TTR gene, which are inherited in an autosomal
dominant fashion. hATTR has variable age of onset,
geographic distribution, primary phenotypic ex-
pression (cardiomyopathy, neuropathy, or mixed)
and disease course depending on the mutation and
fibril type.[13] The true prevalence of hATTR is not
known. In the United States, the most common muta-
tion is the substitution of valine for isoleucine at po-
sition 122 (V122I), which is carried by 3%-4% of the
African-American population.[14] V122I-hATTR is
phenotypically comparable to wtATTR, as it pre-
dominantly affects males, causing late-onset cardi-
omyopathy with minimal neuropathy, and has on-
set at the age of about 70 years (Figure 2). The second
most common mutation in the United States is T60A
that has its origins in the Northern part of Ireland,
and presents as a mixed cardiomyopathy-neuro-
pathy phenotype.[15] The most common mutation
world-wide is V30M, which may manifest as an
early-onset or late-onset disease.[16] The early-onset
disease (at age less than 50 years) has been consi-
dered the more common form of disease in endem-
ic regions of Sweden, Portugal and Japan, present-
ing with predominantly neurological symptoms,
while late-onset variant could be found in nonen-
demic areas and present with cardiac symptoms in
addition to severe neurological symptoms.[17] In ad-
dition, L111M variant is commonly found in Den-
mark, while I68L occurs in Italy.[18]

 PATHOPHYSIOLOGY OF CA
There is diffuse extracellular myocardial amyloid

 

Figure 1    Pathobiology of the two most common types of cardiac amyloidosis. AL: immunoglobulin light chain amyloidosis; ATTR:
transthyretin amyloidosis; TTR: transthyretin.
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deposition in the ventricles, leading to concentric
biventricular remodeling and thickening. The term
left ventricular hypertrophy (LVH), often used to
describe ventricular thickness in CA, is therefore a
misnomer. In ATTR, the pattern of deposition is pre-
dominantly transmural compared to AL in which
subendocardial pattern is more often noted.[19]

Ventricular amyloidosis results in stiff, non-dilated
and poorly compliant ventricles, leading to elev-
ated diastolic filling pressures. Left ventricular ejec-
tion fraction (LVEF) is typically preserved in the
early stages of the disease, and deteriorates with
disease progression, identifying patients with ad-
verse prognosis. It is worth noting that while LVEF
may be preserved in CA, biventricular thickening
and stiffness without compensatory ventricular
dilation results in fixed, low stroke volume and he-
nce low cardiac output, making CA phenotypically
distinct from non-amyloid etiologies of heart fail-
ure. CA patients are heart-rate dependent for their
cardiac output, and therefore cannot tolerate negat-
ive chronotropic agents including beta-blockers and
calcium channel blockers.[20,21]

The atrial amyloid infiltration results in atrial my-
opathy, leading to an unusually higher prevalence
of atrial arrhythmias in CA.[21] Atrial arrhythmias
and loss of atrial mechanical function increases risk
of atrial thrombi, and ultimately cardioembolic str-
okes.[21] Conduction system involvement in CA le-
ads to conduction delays and atrioventricular (AV)
blocks. Conduction defects in the His-Purkinje sys-
tem are more common and often associated with sym-
ptomatic AV block. In addition, aortic and mitral
valvular thickening is also commonly noted in CA.

 CLINICAL FEATURES AND NON-CARDIAC
CLUES

The characteristic clinical presentation of CA is

decompensated heart failure, manifesting as pro-
gressive dyspnea on exertion, and/or signs of right
ventricular failure including peripheral lower ex-
tremity edema and jugular venous distention. As-
cites can be seen in advanced cases. Cardiogenic sh-
ock can rarely be initial presentation in severe cases.[22]

CA patients can present with typical angina even in
the absence of obstructive epicardial coronary artery
disease as a result of coronary microvascular dysfu-
nction.[23,24] It is postulated that deposition of amyl-
oid fibrils in the interstitium, intramyocardial cor-
onary vessels and perivascular regions of the heart
causes increased coronary microvascular resistance
and decreased coronary flow reserve, leading to
ischemic symptoms.[24] Syncope is another common
presentation in CA, which could be arrhythmia-in-
duced or triggered by autonomic dysfunction. While
atrial fibrillation is the most common arrhythmia in
CA, it is not uncommon to see bradyarrhythmia, par-
ticularly heart blocks, as the initial presentation in
CA. Elderly patients with wtATTR could present
with low-flow, low-gradient aortic stenosis.[25]

There are many non-cardiac clues that heighten
the suspicion for CA (Figure 3). Orthopedic mani-
festations are a hallmark of wtATTR. Carpal tunnel
syndrome, caused by deposition of amyloid fibrils
in the flexor retinaculum and tenosynovial tissue wit-
hin the carpal tunnel, is the earliest and most com-
mon non-cardiac manifestation. Carpal tunnel syn-
drome is present in about 50% of wtATTR patients,
and precedes cardiac involvement by 5-9 years.[26] Stu-
dies have demonstrated that about 10%-16% of pa-
tients have tenosynovial amyloid deposits at the time
of carpal tunnel surgery, while only up to 2% pa-
tients have CA at that time.[27] CACTUS (Cardiac
Amyloidosis Carpal TUnnel Syndrome) study, which
screened patients for CA 5 to 15 years after bilateral

 

Figure 2    Spectrum of phenotypic expression for common transthyretin mutations. Mutations can manifest as predominantly neuro-
pathy, predominantly cardiomyopathy or mixed.
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carpal tunnel surgery, showed an increased CA pre-
valence of 5%. Importantly, clinical yield was higher
(> 1 in 5 diagnosed with CA) when focusing on
nonobese elderly men (BMI of < 30 kg/m2 and age ≥
70 years), showing potential for systematic screen-
ing in selected patient population.[28] Spinal stenosis,
caused by amyloid deposition in the ligamentum
flavum, is exclusively present in ATTR, specifically
wtATTR. Amyloid is detected in more than a third
of older adults undergoing surgery for lumbar spin-
al stenosis, and is more common with advancing
age.[29] Spontaneous rupture of the distal biceps ten-
don represents ATTR deposition in the biceps ten-
don, and has been reported in 33% of wtATTR pa-
tients compared with 2.5% prevalence in non-amyl-
oid heart failure patients.[30] In addition, wtATTR
patients have a greater prevalence of total hip and
knee arthroplasties compared with the general pop-
ulation.[31]

AL patients can involve any extra-cardiac site ot-
her than the brain. Kidney involvement is most com-
mon, usually presenting as nephrotic syndrome and
proteinuria due to glomerular deposition of amyl-
oid. In approximately 10% of patients, amyloid de-
position occurs in the renal vessels and tubulointer-
stitium, causing renal insufficiency without signific-
ant proteinuria.[32] Rarely, AL can present with

acute kidney injury due to intratubular amyloid cast
nephropathy.[33] Hepatomegaly is common and can
occur either due to amyloid infiltration of the liver
or secondary to congestion from right-sided heart
failure. Autonomic nervous system involvement ca-
uses orthostatic hypotension, gastroparesis, erectile
dysfunction, and intestinal dysmotility. Peripheral
nervous system involvement results in painful, bi-
lateral, symmetric, distal sensory neuropathy that
progresses to motor neuropathy. Soft tissue in-
volvement is characterized by macroglossia, which
is a hallmark feature of AL disease.

 NON-INVASIVE DIAGNOSTIC EVALU-
ATION AND ROLE OF MULTIMODALITY
IMAGING

 Electrocardiogram

Low voltage (QRS amplitude less than 5 mm in
limb leads or less than 10 mm in precordial leads)
on a 12-lead electrocardiogram (EKG) is generally
considered to be a classical finding in CA. The mis-
match between low voltage on EKG and thickened
ventricles on echocardiogram is characteristic of
CA, since the thickening is due to amyloid infiltra-
tion and not actual cardiomyocyte hypertrophy. Im-

 

Figure 3    Sites involved in systemic amyloidosis in the body. AL: immunoglobulin light chain amyloidosis; hATTR: hereditary tran-
sthyretin amyloidosis; wtATTR: wild-type transthyretin amyloidosis.
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portantly, low voltage is detected only in about 35%
of ATTR and 55% of AL patients, and therefore ab-
sence of low voltage criteria does not rule out CA.[34]

It often manifests in advanced disease stage, and
carries prognostic implications.[34,35] The mispercep-
tion that CA cannot present with high voltage on
EKG can lead to underdiagnosis, since approxim-
ately 10% of CA patients meet EKG criteria for LVH.[35]

A series of 64 hATTR patients with V122I mutation
found that 25% patients had EKGs that met LVH
criteria on presentation.[36]

Another common EKG finding in CA is pseudo-
infarct pattern that could be observed in 50% of pa-
tients with CA.[37] Other EKG features that are re-
flective of the generalized infiltrative nature of this
disease include fascicular block, atrial fibrillation/
flutter, AV block of varying degree and abnormalit-
ies of the QRS complexes, representing intramyo-
cardial conduction abnormalities in these patients.[38]

First-degree heart block is a common finding at dia-
gnosis, and potentially identifies patients who are
at a high risk for pacemaker implantation in the fu-
ture.[36]

 Echocardiography

Echocardiography is the initial imaging tool that
can raise suspicion for CA among other differen-
tials including hypertensive cardiomyopathy, hy-
pertrophic cardiomyopathy, aortic stenosis and
Fabry’s disease. Left ventricular (LV) thickness is
often striking in these patients, and while it is com-
monly concentric, asymmetric thickening has been
reported in 23% of wtATTR patients.[39] LV thick-
ness often exceeds 15mm, and wtATTR patients
generally have a greater wall thickness compared
with AL.[40] Importantly, a subset of CA patients can
have normal LV thickness of echocardiography.[41]

Rarely, patients can have dynamic LV outflow ob-
struction that mimics hypertrophic obstructive car-
diomyopathy.[42] Concomitant right ventricular
thickness is often, not always, present in CA, and
right ventricular dysfunction is not uncommon sec-
ondary to amyloid infiltration. Other common echo-
cardiographic features include smaller left ventricu-
lar cavity, right and left atrial enlargement, and in-
teratrial septal thickness. The granular speckled ap-
pearance of the myocardium, traditionally thought
to be a classic feature of CA, is nonspecific for CA.

The presence of low-flow, low-gradient aortic sten-
osis can raise concern for CA. Diastolic dysfunction
characterized by steep deceleration time, low tissue
Doppler velocity at the mitral annulus or E, and an
elevated E/e ratio is universally present. While
LVEF is preserved in majority of CA patients on
presentation, it can progressively decrease in late
stages of the disease.[43]

Tissue Doppler imaging in CA detects impair-
ment of longitudinal ventricular contraction before
the onset of heart failure symptoms and comprom-
ise in LVEF. Deformation-based speckled-tracking
strain imaging that incorporates global longitudin-
al strain (GLS) and relative apical sparing has
demonstrated superior results compared with con-
ventional echocardiography in discriminating CA
from other etiologies of LVH.[44] CA has a classic
GLS pattern in which basal and mid segments are
severely impaired while apical segment is relat-
ively spared, producing a characteristic “cherry-on-
top” bullseye appearance, calculated as the ratio of
apical longitudinal strain to the sum of basal and
mid longitudinal strain. A relative apical longitud-
inal strain of 1 is able to differentiate CA from HCM
and aortic stenosis with a high sensitivity and spe-
cificity.[45]

 Cardiac Magnetic Resonance

Cardiac magnetic resonance (CMR) plays a pivo-
tal role in differentiating CA from other hypertrop-
hic phenocopies by providing three-dimensional str-
uctural and functional imaging, higher spatial resol-
ution than echocardiography, and quantifiable tis-
sue characterization. It, however, cannot reliably dif-
ferentiate between ATTR and AL. Amyloid infiltra-
tion results in abnormal gadolinium kinetics, seen on
post-gadolinium T1 inversion recovery imaging, whereby
the gadolinium and the blood null at the same time.
In CA, extracellular space often expands due to amy-
loid infiltration, which is accurately visualized using
the administration of gadolinium-based contrast ag-
ent. The gadolinium passively distributes in the ex-
panded extracellular space created by amyloid fib-
rils, producing typical pattern of diffuse, subendo-
cardial and/or transmural late gadolinium enhan-
cement (LGE) on CMR that is pathognomonic for CA.[46]

LGE pattern also predicts prognosis, as transmural
enhancement represents advanced cardiac amyloid-
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osis and has been associated with a poorer prognos-
is.[47] The only downside to the use of gadolinium-based
contrast agents is the potential risk of developing
nephrogenic systemic fibrosis in patients with a glo-
merular filtration rate of less than 30 mL/min per
1.73 m2.[48]

T1 mapping, a pixel-based quantification of mea-
sured longitudinal relaxation times, further extends
the ability of CMR to characterize the myocardium
and allowing a more comprehensive understand-
ing of the myocyte response. Native T1 (T1 time be-
fore the administration of contrast) is a quantifiable
and sensitive marker of CA, which is found to be el-
evated in the early stages of CA prior to the develop-
ment of ventricular thickening or detectable LGE.[49]

Native T1 mapping can not only help in the diagnosis
of CA, but used to monitor disease progression. A
pre-contrast T1 time > 1044 ms for AL and > 1077
ms for ATTR have been associated with a poor pro-
gnosis.[50,51] T1 mapping can be utilized to estimate
myocardial extracellular volume (ECV) fraction
which is used as a surrogate in quantification of myo-
cardial amyloid burden, and has demonstrated cor-
relation with disease severity in both AL and ATTR.[52]

In addition, potential role of ECV has been seen in
tracking treatment response in AL patients.[53] Lastly,
T2 mapping is another method of tissue characteriz-
ation through the visualization and quantification
of myocardial edema, and serves to complement T1,
LGE, and ECV. While T2 is elevated in both ATTR
and AL, higher values have been reported in untrea-
ted AL patients when compared with treated AL
and ATTR patients, and T2 mapping has specific-
ally been shown to be prognostically relevant in
AL.[54]

 Nuclear Scintigraphy

Nuclear scintigraphy using bone-avid radio-
tracers is the only imaging modality that can non-
invasively diagnose ATTR, obviating the need for
endomyocardial biopsy. 99mTc-pyrophosphate (99mTc-
PYP) tracer is available in the United States, while
99mTc-hydroxymethylene diphosphonate (99mTc-HM-
DP) and 99mTc-diphosphono-1,2-propanodicarboxyl-
ic acid (99mTc-DPD) are used in Europe, and these
traces demonstrate comparable diagnostic perform-
ance.[55] Data suggest that microcalcifications under-
lie the selectivity of bone scintigraphy for ATTR, as

the density of microcalcifications is higher is ATTR
compared with AL (mean = 16.8 vs. 6.5 per 200 ×
field, P = 0.008), irrespective of age, cardiac func-
tion, and serum levels of calcium and creatinine.[56]

The interpretation of nuclear scintigraphy uses a
semiquantitative method of visual grading of tracer
uptake. Myocardial tracer uptake is compared with
bone uptake of the rib cage with a simple scheme in
which a grade of 0 is no myocardial uptake, a grade
of 1 is mild myocardial uptake (less than in bone), a
grade of 2 is when myocardial uptake is equal to that
in bone and a grade of 3 is when there is substantial
myocardial uptake (greater than in bone) (Figure 4).[57]

A multicentered study comprising of a large cohort
of biopsy-proven ATTR patients concluded that
these bone avid tracers conferred 100% specificity
and positive predictive value for ATTR when grade
2 or 3 uptake was seen in the absence of parapro-
teinemia.[58] The quantitative assessment of myocar-
dial tracer uptake involves drawing circular re-
gions of interest over the heart and mirrored on the
contralateral chest wall, and quantifying radiotracer
uptake using the heart-to-contralateral lung (H/CL)
ratio. H/CL ratio greater than 1.5 is consistent with
the diagnosis of ATTR, and a ratio of ≥ 1.6 is associ-
ated with poor survival.[59,60]

It is worth emphasizing that nuclear scintigraphy
with a visual grade of 2 or 3 describing myocardial
uptake showed a high sensitivity of > 99% for AT-
TR but a lower specificity of 82%–86%, given that a gr-
ade of 1 or 2 can be observed in patients with AL.[59,61]

Hence, since bone scintigraphy alone cannot defin-
itively establish the diagnosis of ATTR and exclude
AL, it is the standard of practice to perform urine
and serum immunofixation electrophoresis, as well
as obtain serum free light chains and kappa/lambda
ratio for AL disease. If urine and serum tests are neg-
ative for AL, the specificity of nuclear scintigraphy
increases to 100%. Hence, ATTR can be diagnosed
with confidence, in the absence of histological con-
firmation, in a patient who has a typical clinical phe-
notype (for example, history of bilateral carpal tun-
nel surgery), has echocardiographic and/or CMR
features consistent with CA, has grade 2 or 3 tracer
uptake in the heart on 99mTc-PYP scintigraphy and
has undetectable monoclonal gammopathy in the
blood and urine.

JOURNAL OF GERIATRIC CARDIOLOGY REVIEW

366 http://www.jgc301.com; jgc@jgc301.com  



 WHEN IS HISTOLOGICAL CONFIRMA-
TION NEEDED?

Histological confirmation and typing of amyloid
should be pursued in patients with detectable mon-
oclonal immunoglobulin, which raises the suspi-
cion of AL. The definitive diagnosis of AL always req-
uires biopsy. Tissue diagnosis may be needed occa-
sionally to detect ATTR when nuclear scintigraphy
shows visual grade < 2, urine and serum tests are
negative for AL, and clinical, echocardiographic
and/or MRI findings are suggestive of CA. hATTR
associated with the Ser77Tyr and P64L variants has
been reported to present with an atypical appear-
ance on nuclear scintigraphy with only grade 1 up-
take, despite having classic clinical, morphological
and functional features on echocardiography and
CMR.[62] For these patients, tissue diagnosis be-
comes the definitive method to establish diagnosis
of ATTR.

The apple-green birefringence pattern on Congo
red–stained sections under a polarized light micro-
scope is characteristic for amyloid tissue identifica-
tion. Amyloid typing, which is essential to determ-
ine whether it is AL or ATTR, is performed by im-
munohistochemistry and mass spectrometry tech-

niques. While endomyocardial biopsy has a 100%
sensitivity for the diagnosis of CA, there is poten-
tial risk of ventricular perforation and ultimately
cardiac tamponade and ventricular arrhythmias.[63,64]

Abdominal fat pad fine-needle aspiration biopsy is
another option but its low sensitivity, particularly
in wtATTR (about 15%), as well as high rate of in-
adequate specimens makes it a less reliable test.[65]

 BIOMARKERS AND STAGING OF CA

The risk stratification and staging currently pl-
aces great emphasis on blood biomarkers. Natriur-
etic peptides, including brain natriuretic peptide
(BNP) and N-terminal-proBNP, as well as troponin
have been looked at extensively for their diagnostic
and prognostic value in CA. While elevated BNP
and NT-proBNP is universally present in CA, chro-
nically elevated level of serum troponin is not un-
common in CA and predicts poor prognosis.[66]

These biomarkers have been used to propose sev-
eral staging systems in CA for assessment of sever-
ity of the disease. For wtATTR, 2 staging systems
exist. The first one used thresholds of troponin T (0.05
ng/mL) and NT-proBNP (3,000 pg/mL). The 4-year
overall survival was estimated to be 57%, 42%, and

 

Figure  4      Semiquantitative  method  of  visual  grading  of  tracer  uptake  in 99mTc-pyrophosphate  scintigraphy. (A):  grade  0-  no
myocardial uptake; (B): grade 1- mild myocardial uptake (less than in bone); (C): grade 2 - myocardial uptake is equal to that in bone;
and (D): grade 3- substantial myocardial uptake (greater than in bone).
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18% for stage I (both values below cutoff), stage II
(one value above cutoff), and stage III (both above
cutoff), respectively.[12] A subsequent study that ex-
amined both wtATTR and hATTR substituted tro-
ponin with estimated glomerular filtration rate (eGFR)
of 45 mL/min as threshold. Median survival was
69, 47, and 24 months in stages I, II, and III, respectively.[67]

For AL, Mayo staging system initially proposed
utilization of both troponin (troponin-T < 0.035 μg/L
or troponin-I < 0.1 μg/L) and NT-proBNP (< 322
ng/L) and defined stages I, II, and III based on whe-
ther neither, one, or both of these markers are above
the normal limit.[68] Stages I, II and III predicted a
median survival of 27.2, 11.1, and 4.1 months, re-
spectively. A subsequent staging system compris-
ing of difference between involved and uninvolved
free light chains (FLC-diff), troponin T and NT-
proBNP defined stages I, II, III, and IV, based on wh-
ether none, one, two, or all three factors were above
the normal limit, and correlated with a median ove-
rall survival of 94, 40, 14, and 6 months, respectively.[69]

 MANAGEMENT OF CA

 Congestive Heart Failure

CA patients are at an increased risk of hospitaliz-
ations related to heart failure with longer length of
stay and higher mortality compared to non-amyl-
oid heart failure populations.[70,71] Loop diuretics re-
main the mainstay of treatment to mitigate clinical
congestion, in combination with sodium-restricted
diet. In case of severe fluid retention, metolazone
could also be concomitantly administered on inter-
mittent basis, and spironolactone could be an op-
tion if renal function permits. Among loop diuret-
ics, while furosemide could be used in CA, the grea-
ter bioavailability and more consistent rate of ab-
sorption in heart failure make bumetanide and tors-
emide preferred agents. Importantly, CA patients
are unusually sensitive to diuretics due to reduced
ventricular compliance, altered ventricular-vascu-
lar coupling and age-related autonomic dysfunc-
tion; therefore, over diuresis could lead to hypoten-
sion and renal dysfunction.[72]

Heart failure management becomes even more
challenging in CA patients with systolic dysfunc-
tion, as most of the guideline-directed medical ther-

apies are generally poorly-tolerated. Negative chro-
notropic effect of beta blockers blunts the compens-
atory increase in heart rate necessary to maintain
adequate cardiac output in the context of low fixed
stroke volume. Angiotensin-converting enzyme in-
hibitors and angiotensin receptor blockers can cause
symptomatic hypotension and can worsen underly-
ing preexisting renal dysfunction. Non-dihydro-
pyridine calcium channel blockers are not recom-
mended in CA as they bind avidly to amyloid fibrils,
causing enhanced negative chronotropic effects that
manifest as heart block and shock.[73,74] While digox-
in can also bind to amyloid fibrils, cautious use with
lower doses and frequent monitoring of serum drug
level and kidney function has been found to be safe
in CA.[75,76]

 Arrhythmias

 Atrial arrhythmia    Atrial fibrillation is the most
common electrophysiological manifestation of CA
(Figure 5). CA is associated with a higher preval-
ence of atrial fibrillation compared with age-matc-
hed population without CA, and the prevalence is
higher in wtATTR than both hATTR and AL.[77,78]

There are different pathophysiological mechanisms
that potentiate development of atrial fibrillation in
CA including atrial amyloid infiltration, electro-
mechanical disruption from amyloid deposition, in-
creased atrial afterload, increased atrial preload due
to tricuspid and/or mitral regurgitation, increased
atrial wall stress and remodelling due to chamber
dilation, and autonomic dysfunction.[77]

The rate control strategy is often not well toler-
ated, as administration of these negative chrono-
tropic agents frequently precipitates symptomatic
orthostatic hypotension and cardiac decompensa-
tion. In addition, loss of much needed atrial ‘kick’ in
CA exacerbates ventricular filling impairment due
to which atrial fibrillation is often symptomatic. The-
refore, restoration of sinus rhythm is preferable. Dir-
ect current cardioversion is an effective strategy to
restore rhythm in CA, but transesophageal echocar-
diogram should be performed prior to cardiover-
sion due to high incidence of intracardiac thrombus
in these patients.[79] Amiodarone has a favorable
profile, as many antiarrhythmic agents are contrain-
dicated in CA either due to cardiomyopathy (such
as flecainide and propafenone) or due to significant
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renal insufficiency (such as sotalol, dronedarone
and dofetilide). Atrial fibrillation in CA is associ-
ated with particularly heightened of cardioembolic
stroke, and therefore guidelines recommend antico-
agulation therapy irrespective of CHA2DS2VASc
score.[80] Both direct oral anticoagulants and vitam-
in K antagonists can be used to provide throm-
boembolic protection in CA, and have comparable
efficacy and bleeding rates.[77]

 Ventricular arrhythmia    Ventricular arrhythmias
are also common in CA, and the prevalence is high-
er in AL than ATTR. The pathogenetic mechanisms
of ventricular arrhythmias include activation of in-
flammatory cascade from direct amyloid depos-
ition and toxic effect on the myocardium, and elec-
tro-mechanical as well as autonomic dysfunction
that are uniquely related to systemic amyloid de-
position. The role of catheter ablation to treat ventri-
cular arrhythmias in CA has not been examined in
large-scale studies, but some case reports have shown
successful radiofrequency VT ablation in these pa-
tients.[81] Finally, the role of implantable cardiovert-
er-defibrillator is controversial, and while success-
ful termination of life-threatening ventricular ar-
rhythmias has been reported in few studies, there
has been no evidence of improvement in survival

when used for primary or secondary prevention in
CA.[82,83] Guidelines recommend individualized de-
cision making for both primary and secondary pre-
vention with implantable cardioverter-defibrillat-
ors in CA.[84]

 Bradyarrhythmia    Conduction system disease
from amyloid infiltration commonly manifests as
AV nodal disease, often preceding the diagnosis of
CA and resulting in pacemaker implantation in
about 10% of ATTR patients.[85] The prevalence of
pacemaker implantation is reported to be highest in
patients with wtATTR, potentially attributed to old
age and chronic amyloid deposition over the course
of many years. Right ventricular pacing burden is a
consequence of worsening AV conduction disease
in these patients. A study that analyzed cardiac im-
plantable electronic device data in 34 CA patients
found that right ventricular pacing increased from
an average pacing burden of 35% at 6 months post-
implantation to 96% by 5 years of follow-up.[86] Since
right ventricular pacing causes interventricular de-
synchrony and can ultimately lead to development
of pacing-induced cardiomyopathy, biventricular
pacing has been proposed as a safer and better al-
ternative that has been shown to improve LVEF,

 

Figure 5    Summary of key points in the management of congestive heart failure and arrhythmias in cardiac amyloidosis. AL: im-
munoglobulin light chain amyloidosis; ATTR: transthyretin amyloidosis; BB: beta blocker; CCB: calcium channel blocker; CA: cardiac
amyloidosis;  ICD:  implantable-cardioverter  defibrillator;  GDMT:  guideline-directed  medical  therapies;  VT:  ventricular  tachycardia;
wtATTR: wild-type transthyretin amyloidosis.
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New York Heart Association functional class, and
severity of mitral regurgitation.[87]

 Amyloid-specific Disease-modifying Therapies

 Management of ATTR    
 TTR Silencers    RNA interference (RNAi) has
evolved as an endogenous cellular mechanism for
controlling gene expression in which small interfer-
ing RNAs (siRNAs) inhibit the expression of specif-
ic genes by mediating the degradation of messen-
ger RNA.[88] TTR silencers suppress synthesis of
TTR (Figure 6), and have been approved by FDA
for treatment of hATTR associated neuropathy. Pat-
isiran is the first siRNA medication to achieve FDA
approval after a phase III randomized double-blin-
ded placebo-controlled international multicenter
study (APOLLO) that demonstrated its efficacy in
improving polyneuropathy, quality of life, nutri-
tional status, and autonomic function.[89] It is an in-
travenous medication, administered as 0.3 mg/kg
infusion every 3 weeks (maximum dose of 30 mg),
and requires premedication with steroids. The com-
mon side effects are infusion-related reactions and
vitamin A deficiency, due to which 3,000 IU vitamin
A daily is recommended.

Inotersen is a 2′-O-methoxyethyl-modified phos-
phorothioate antisense oligonucleotide, and the 2′-
phosphorothioate modification enhances nuclease
resistance and protein binding, thereby enhancing
the potency and efficacy of inotersen.[90] In the NEURO-
TTR trial, 300 mg inotersen administered weekly
via subcutaneous injection stabilized neuropathy
and quality of life in patients with hATTR with poly-
neuropathy with or without cardiac involvement.[91]

Serious adverse events included glomerulonephrit-
is (3%), severe thrombocytopenia of platelet count <
25 × 103/μL (3%), and one death due to intracranial
hemorrhage in the setting of severe thrombocyt-
openia. Inotersen has been approved by the FDA
for hATTR polyneuropathy, and its administration
requires weekly monitoring of platelet counts and
monitoring of renal function and urinary protein
every 2 weeks.
 TTR stabilizers    TTR stabilizers prevent dissoci-
ation of TTR tetramers into monomers, which is the
rate-limiting step in amyloid synthesis (Figure 6).
Tafamidis is the first oral drug approved by the
FDA for both wtATTR and hATTR after an interna-
tional multicenter double-blinded placebo-con-
trolled phase III trial (ATTR-ACT), comprising of
441 ATTR patients demonstrated reduced all-cause
mortality, cardiovascular-related hospitalizations,
and decline in functional capacity and quality of
life.[92] In a follow-up period of 30 months, relative
risk reduction in mortality was 32%, absolute risk
reduction was 13%, and numbers needed to treat
were 7.5 to prevent 1 death over 30 months and 4 to
prevent 1 hospitalization over 12 months. Tafamid-
is is administered as 80 mg (4 × 20 mg) oral daily
(Vyndaqel) or 61 mg oral daily (Vyndamax), and does
not have any known side effects.

Diflunisal is an FDA-approved nonsteroidal anti-
inflammatory drug (NSAID) that also has TTR sta-
bilizing properties. An international randomized
double-blind placebo-controlled study that used di-
flunisal 250mg twice daily found that it was well
tolerated, and it successfully slowed progression of
familial amyloid polyneuropathy as well as pre-

 

Figure  6      Mechanisms  of  amyloid-specific  therapies  for  transthyretin  cardiac  amyloidosis. Silencers  suppress  the  production  of
transthyretin in the liver. Stabilizers act to stabilize transthyretin tetramers to prevent dissociation and aggregation into amyloid fibrils.
Degraders work by degrading amyloid fibrils and extracting them from the myocardium. ATTR: transthyretin amyloidosis; TTR: trans-
thyretin.
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served quality of life.[93] Multiple single center stud-
ies have also demonstrated encouraging results with
diflunisal in terms of slowing neurological and car-
diac function impairment in ATTR, and sustaining a
good safety profile.[94] Importantly, the dose used in
ATTR, 250 mg twice daily, is half the FDA approved
recommended starting dose for diflunisal as an anti-
inflammatory, which could potentially explain the
low rates of bleeding and less gastric side effects.
While low cost and potential efficacy could make
diflunisal a reasonable alternative for ATTR pa-
tients who cannot afford FDA-approved therapies,
it’s use should be avoided in patients with ad-
vanced renal dysfunction, refractory heart failure or
high bleeding risk.

AG10 is a selective TTR stabilizer that has demons-
trated greater potency in stabilizing TTR compared
with Tafamidis in vitro.[95] A phase II study showed
that AG10-201 achieved ~90% stabilization of TTR
in patient serum.[96] A phase III, randomized, do-
uble-blind, placebo-controlled study of the efficacy
and safety of AG10 in ATTR patients (ATTRibute-
CM Trial), comprising of 510 participants, is cur-
rently underway (NCT03860935).
 TTR Degraders    Therapeutics in this group are
under active investigation. NI006 (Neurimmune) is
a recombinant IgG1 human monoclonal antibody
that targets both wtATTR and hATTR, and study to
evaluate its safety and efficacy in ATTR is currently
ongoing (NCT04360434). PRX-004 (Prothena Bios-
ciences) is an intravenous monoclonal antibody that
binds to ATTR and removes amyloid deposits in the
myocardium. The combination of doxycycline and
tauroursodeoxycholic acid (TUDCA) has been ex-
amined for TTR degradation, but results have not
been promising clinically and significant gastroin-
testinal and dermatologic side effects have been
witnessed.[97,98]

 Management of AL

AL-specific treatment is usually reserved for the
experienced hematologist. Based on the patient’s
classification to the appropriate risk group, the
most commonly used regimens are anti-plasma cell
therapy and autologous stem cell transplant.[99]

Anti–plasma cell therapies include proteasome in-
hibitors (bortezomib or caflizomib), immunomodu-
latory drugs (lenalidomide and pomalidomide),

and monoclonal antibodies against plasma cell sur-
face antigens (daratumumab). Hematological re-
sponse to treatment is graded as complete (CR),
very good partial (VGPR), partial (PR), or none
(NR).[100] CR is when serum and urine immunofixa-
tion electrophoresis is negative and serum immuno-
globulin free light chain ratio is within normal lim-
its. VGPR is when FLC-diff < 4 mg/dL, PR is def-
ined as FLC-diff decrease ≥ 50% and NR is defined
as response < PR. Cardiac response is assessed us-
ing NT-proBNP levels, and the goal of treatment in
cardiac involvement should be a > 30% reduction in
NT-proBNP.[100]

 CONCLUSIONS
CA is primarily caused by ATTR and AL, and

both these subtypes have classic clinical, EKG, echo-
cardiographic and CMR features that can raise sus-
picion for CA. While ATTR is almost always dia-
gnosed noninvasively with the help of radionuclide
scintigraphy using bone-avid tracers, AL always re-
quires biopsy for definitive diagnosis. General man-
agement of heart failure and arrhythmias is same
for both ATTR and AL, but amyloid-specific ther-
apies are different.
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