2020 ASH Guideline on Diagnosis
of Light Chain Amyloidosis

Visual Summary of Recommendations

Amyloidosis Diagnostic Pathway

The diagnostic process for amyloidosis is frequently multidisciplinary. A hematologist may be involved throughout the
process, from identification of symptoms suggesting amyloidosis, to confirmation of diagnosis and organ involvement.
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AL: Light Chain Amyloidosis; ATTR: Transthyretin Amyloidosis DX: Diagnosis; MRI: Magnetic Resonance Imaging; SIFE: Serum immunofixation
UIFE: Urine immunofixation; SFLC: Serum free light chains with ratio.

Good Practice Statements

In patients with
proven amyloid
deposits on
histology, amyloid
subtyping using a
validated method
must be performed in
a timely fashion.

The technique for
abdominal fat pad
sampling should be
optimal to allow for
subtyping using a
validated method.

For individuals highly
suspected of having
AL, with absence of
amyloid deposits in
the fat pad and bone
marrow biopsy,
consider performing
biopsy of an affected
organ.

In patients with
suspected light
chain amyloidosis,
testing of historical
pathology samples
(within last 3 years)
for amyloidosis
could be done.

Non-cardiac & Multiorgan Diagnosis

Diagnostic recommendations for individuals with suspected non-cardiac and multi-organ light chain amyloidosis.
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AL: Light Chain Amyloidosis; sIFE: Serum immunofixation; UIFE: Urine immunofixation; sFLC: Serum free light chains with ratio.

Table of Recommendations

ENHANCING CLINICAL SUSPICION
RECOMMENDATION

ASH recommends serum and urine immunofixation and serum free
light chains with ratio (SIFE, UIFE, sFLC) to increase clinical suspicion
of cardiac AL amyloidosis.

FOR INDIVIDUALS WITH STRENGTH

o
&,

<,

CERTAINTY

1 H @)
SS00

1 H @)

1. Suspected Cardiac Amyloidosis

ASH suggests performing paraprotein testing (SIFE, UIFE, sFLC) to

2. Unexplained proteinurea increase clinical suspicion of light chain amyloidosis.

3. Positivity in any of the following
studies: SIFE, UIFE, or sFLC + abnormal
cardiac biomarkers, + non-diagnostic
echocardiography

ASH suggests performing cardiac magnetic resonance (CMR) rather
than not performing CMR to increase clinical suspicion of cardiac
amyloidosis.

4. Positivity in any of the following studies:
SIFE, UIFE, or sFLC, + abnormal cardiac
biomarkers, echocardiography consistent

with amyloidosis ® GOOO
.. baNoss

FOR INDIVIDUALS WITH RECOMMENDATION STRENGTH CERTAINTY

ASH recommends against the use of bone scintigraphy (PYP, DPD,
HMDP) for the diagnosis of AL cardiac amyloidosis. Q aaao

ASH suggests against performing CMR and instead performing
tissue biopsy to diagnose cardiac light chain amyloidosis.

5. A suspicion of light chain amyloidosis

6. Without evidence of a plasma cell
disorder (normal serum free light chain
levels and no monoclonal proteins on
serum and urine immunofixation)

ASH recommends the use of bone scintigraphy (PYP, DPD, HMDP)
for the diagnosis of Cardiac ATTR amyloidosis.

7. Suspected light chain cardiac amyloidosis
and positive cardiac biomarkers,
echocardiogram, and positivity in any of
the following studies: SIFE, UIFE, or sFLC

8. Suspected light chain renal amyloidosis
and positivity in any of the following
studies: SIFE, UIFE, or sFLC

9. Suspected AL with monoclonal
gammopathy, and generalized small
or large fiber peripheral neuropathy or
autonomic neuropathy

ASH suggests either starting with performing both fat pad sampling
and bone marrow biopsy or with endomyocardial biopsy.
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ASH suggests starting with performing both abdominal fat pad
sampling and bone marrow biopsy over renal bipsy.
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ASH suggests performing both fat pad sampling and bone marrow
biopsy over nerve biopsy.
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ASH suggests starting with surrogate biopsies (fat pad sampling
& bone marrow biopsy), over target organ biopsy, if they can be
performed expeditiously. If target organ biopsy is more feasible than
a surrogate biopsy, these symptomatic target tissues should be
preferentially biopsied.

10. Suspected multiorgan light chain
amyloidosis
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11. Multiple myeloma & smoldering ASH suggests performing Congo red staining on bone marrow
multiple myeloma biopsies that may have already been performed. @ GOOO

Organ Involvement

FOR INDIVIDUALS WITH RECOMMENDATION STRENGTH CERTAINTY
ASH recommends performing cardiac biomarkers (high sensitivity

12. Proven light chain amyloidosis with
no cardiac symptoms

troponin, and BNP or NT-proBNP) & cardiac imaging rather than not
performing these tests to define the presence & extent of cardiac
involvement at diagnosis.

AL: Light Chain Amyloidosis; ATTR: Transthyretin Amyloidosis; BNP: Brain natriuretic peptide; DPD: 3,3-diphosphono-1,2-propanodicarboxylic acid; HMDP: Hydroxymethylene
Diphosphonate; MRI: Magnetic Resonance Imaging; NT-proBNP: N-terminal pro-B-type natriuretic peptide; PYP: pyrophosphate; sFLC: Serum free light chains with ratio;
sIFE: Serum immunofixation; UIFE: Urine immunofixation.

Learn more about the 2025 ASH Clinical Practice Guidelines

on Diagnosis of Light Chain Amyloidosis at hematology.org/amyloidosis-guidelines
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INTERPRETATION OF STRONG RECOMMENDATIONS INTERPRETATION OF CONDITIONAL RECOMMENDATIONS

We are very confident that the true
effect lies close to that of the
estimate of the effect.

Most individuals in this situation would want the Moderate Certainty

suggested course of action, but many would not.

Most individuals in this situation would want the We are moderately confident in the

make decisions consistent with their values and
preferences.

may be useful in helping individuals to make deci-
sions consistent with their individual risks, values,
and preferences.

Policymakers

The recommendation can be adopted as policy in
most situations. Adherence to this recommenda-
tion according to the guideline could be used as
a quality criterion or performance indicator.

Policymaking will require substantial debate and
involvement of various stakeholders. Performance
measures should assess if decision making is
appropriate.

The recommendation is supported by credible
research or other convincing judgments that
make additional research unlikely to alter the rec-
ommendation. On occasion, a strong recommen-

The recommendation is likely to be strengthened
(for future updates or adaptation) by additional
research. An evaluation of the conditions and
criteria (and the related judgments, research

Patients recommended course of action, and only a small | Decision aids may be useful in helping patients effect estimate: the true effect is likely
proportion would not. to make decisions consistent with their individual 9990 to be close to the estimate of the
risks. values. and preferences effect, but there is a possibility that it
! ! P : is substantially different.
o D|fferent cho.lc.es will be appropriate fqr |nd|V|fiual Low Certainty
Most individuals should follow the recommended | patients; clinicians must help each patient arrive
course of action. Formal decision aids are not at a management decision consistent with the Qll{r QO’g'dﬁnce in “f‘fe effect ebs“mat‘)e
Clinicians likely to be needed to help individual patients patient’s values and preferences. Decision aids QG}OO 's imited: the true eflect may be sub-

stantially different from the estimate
of the effect.

Very Low Certainty
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We have very little confidence in the
effect estimate: the true effect is likely
to be substantially different from the
estimate of effect.
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