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Results 
Subject Characteristics
 • 34 subjects were screened, 33 were enrolled and received ≥1 dose of 

124I-evuzamitide (SAF), and 27 received 2 doses of 124I-evuzamitide 
(image-evaluable population) 

 • Most subjects were male and White with a median age of 66.0 years; 
63.6% and 36.4% of subjects had AL and ATTR, respectively (Table 1)

Table 1. Demographic and Baseline Characteristics 

Characteristic N=33a

Male, n (%) 20 (60.6)

Age, mean (SD), y 65.1 (10.9)

Race, n (%)

White 30 (90.9)

Black or African American 2 (6.1)

Multiple 1 (3.0)

Ethnicity, n (%)

Not Hispanic or Latino 32 (97.0)

Not reported 1 (3.0)

BMI, mean (SD), kg/m2 27.9 (5.4)

Time since diagnosis of amyloidosis, mean (SD), y 4.7 (3.2)

Clinical organ involvement (subjects may have 
amyloidosis in more than 1 organ), n (%)

Heart 23 (69.7)

Kidney 13 (39.4)

Liver 4 (12.1)

Spleen 0

Amyloid subtype, n (%)

AL 21 (63.6)

    Lambdab 12 (57.1)

    Kappab 7 (33.3)

    Unknownb 2 (9.5)

ATTR 12 (36.4)

     ATTRwtc 5 (41.7)

     ATTRvc 7 (58.3)

eGFR, mean (SD), mL/min/1.73 m2, (N=32) 65.7 (22.3)

NT-proBNP, mean (SD), pg/mL (N=30) 760.2 (1113.6)
aData are presented for the SAF, which included all subjects who received any amount of 
124I-evuzamitide.
bDenominators for percentages included AL subjects.
cDenominators for percentages included ATTR subjects.

Efficacy Endpoints
ICC estimates for cardiac SUVmax and SUVpeak indicated excellent intra-reader 
reliability (Table 2) 

Table 2. Intraclass Correlation Coefficients for 
Between-Reader Repeatability for Cardiac SUVmax  
and SUVpeak

Measure Visit ICC (95% CI)

   SUVmax 
1 0.90 (0.80-1.00)

2 0.96 (0.90-0.98)

   SUVpeak 
1 0.96 (0.91-0.98)

2 0.99 (0.97-0.99)

Figure 2. PET/CT Scans at Visit 1 and Visit 2 

Visit 1 Visit 2

At Visit 1, cardiac SUVpeak was 6.4, SUVmax was 10.6, and SUVmean was 4.1; at Visit 2, these values were 7.0, 10.6, 4.6, respectively.

 • The RC estimates for SUVmax and SUVpeak within 
readers and between visits were good (Table 3)

Table 3. Summary of Between-Visit 
Repeatability Coefficients for SUVpeak

Reader 1 Reader 2 Reader 3

Mean 6.74 6.75 6.75

wCV, % 13.06 11.57 8.21

95% RC, % −28.8, 40.5 −26.2, 35.5 −19.6, 24.5
RC is the maximum difference that is likely to occur between 
repeated measurements.
N=20 subjects/organs with positive amyloid uptake are included in 
the calculations.
95% RC (%) was calculated on the log-transformed data and 
exponentiated to determine its limits in percentages.

 • Cohen’s kappa for cardiac uptake was high at 0.87, 0.87 and 0.79 for Readers 
1, 2 and 3, respectively, supporting substantial to almost-perfect intra-rater 
agreement  (Table 4)

Table 4. Cohen’s Kappa for Intra-Reader Agreement  
Reader Visit 2 Cohen’s kappa  

(95% CI)

Reader 1 Negative Positive

Visit 1
Negative 4 1

0.87 (0.61-1.00)
Positive 0 22

Reader 2 Negative Positive

Visit 1
Negative 4 1

0.87 (0.61-1.00)
Positive 0 22

Reader 3 Negative Positive

Visit 1
Negative 5 1

0.79 (0.50-1.00)
Positive 1 20

Cohen’s kappa values represent the level of agreement between the 2 scans for each radiologist: 
0.01-0.20 as slight, 0.21-0.40 as fair, 0.41-0.60 as moderate, 0.61-0.80 as substantial, and 0.81-
1.0 as almost perfect agreement.7

Figure 3. Bland-Altman Plot of Cardiac SUVpeak for Reader 1

Average of the 2 measurements
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Bland-Altman plots indicated that most of the differences between visits in cardiac SUVpeak were relatively close to the mean difference and evenly distributed  
across 2 SD of the mean.

 • Fleiss’ kappa for inter-rater agreement was 0.92 and 0.83 for cardiac uptake at Visit 1 and Visit 2, 
respectively, supporting almost perfect inter-rater agreement (Table 5) 

Table 5. Inter-Rater Agreement for Cardiac Uptake at Visit 1 and Visit 2

Visit
Reader outcomes

Frequency (%) Fleiss’ kappa
Reader 1 Reader 2 Reader 3

Visit 1 + + + 21 (78) 0.92

+ + - 1 (4)

+ - + 0

+ - - 0

- + + 0

- + - 0

- - + 0

- - - 5 (19)

Visit 2 + + + 21 (78) 0.83

+ + - 2 (7)

+ - + 0

+ - - 0

- + + 0

- + - 0

- - + 0

- - - 4 (15)
N=27 efficacy-evaluable subjects. Fleiss’ kappa values represent the level of agreement among the 3 experts at each 
visit: 0-0.20 as slight, 0.21-0.40 as fair, 0.41-0.60 as moderate, 0.61-0.80 as substantial, and 0.81-1.0 as almost perfect 
agreement.7

Safety Endpoints 
 • 13 subjects (39.4%) reported a total of 28 TEAEs, which were mild (12/28; 69.2%) or moderate (4/28; 

14.3%)
 • 1 fatal SAE was reported on Day 28 following the second scan; the SAE, a cerebrovascular accident, 

was considered not related to 124I-evuzamitide
 • There were no TEAEs related to 124I-evuzamitide administration or to KI, and no TEAEs occurred on 

the day of dosing

Conclusions
 • Semiquantitative assessments of 124I-evuzamitide cardiac uptake using SUVpeak demonstrated high 

levels of intra- and inter-rater consistency
 • ICC and repeatability coefficients support this conclusion for organ-specific quantitation of 

radiotracer uptake in the heart following PET/CT imaging of 124I-evuzamitide 
 • These findings support the potential use of this novel imaging agent to monitor disease progression 

in patients with cardiac amyloidosis

Abbreviations: AE, adverse event; AL, amyloid light chain; ATTR, amyloid transthyretin; BMI, body mass index;  
CI, confidence interval; CR, complete response; CT, computed tomography; eGFR, estimated glomerular filtration rate; 
EOS, end of study; ICC, intraclass correlation coefficient; I, iodine; IV, intravenous; KI, potassium iodide; Max, maximum; 
Min, minimum; NT-proBNP, N-terminal prohormone of brain natriuretic peptide; PET, positron emission tomography; 
RC, repeatability coefficient; SAE, serious adverse event; SAF, safety analysis set; SD, standard deviation; SUVmean, mean 
standardized uptake value; SUVmax, maximum standardized uptake value; SUVpeak, peak standardized uptake value;  
TEAE, treatment-emergent adverse events; v, variant; VGPR, very good partial response; wCV%, within-subject coefficient  
of variation; wt, wild type.
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Background 
 • Systemic amyloidosis is a rare protein misfolding and deposition disorder that results 

in progressive tissue amyloid accumulation and organ dysfunction1,2 
 • This heterogeneous disease can be acquired or hereditary and encompasses several 

subtypes, including AL amyloidosis and ATTR amyloidosis, each driven by distinct 
amyloidogenic proteins1,2 

 • Systemic amyloidosis is an incurable disease, and patients diagnosed at advanced 
stages, particularly when cardiac involvement is present, are at high risk of death 
within a few months3,4  

 • Cardiac involvement in systemic amyloidosis manifests as heart failure with preserved 
ejection fraction, causing exertional dyspnea, fluid retention, and hypotension2,5 

 • Accurate and timely diagnosis of systemic amyloidosis with cardiac involvement is 
critical to improve prognosis of these patients1 

 • Although PET/CT has been shown to be a promising imaging modality for amyloid 
deposits in the brain, there are no approved PET tracers that specifically detect and 
quantify cardiac amyloid deposits1,6 

 • PET/CT imaging with 124I-evuzamitide, an amyloid-reactive synthetic peptide 
radiolabeled with 124I, has potential to improve the diagnosis and management of 
systemic amyloidosis

Objectives 
 • To evaluate the repeatability of cardiac quantitation of radiotracer uptake following 

PET/CT imaging of 124I-evuzamitide in subjects with AL or ATTR systemic amyloidosis
 • To characterize the safety and tolerability of repeat doses of 124I-evuzamitide 

administered by IV infusion or slow IV bolus

Methods 
Study Design
 • This multicenter, open-label, single-arm study in subjects with AL or ATTR systemic 

amyloidosis comprised a 30-day screening period, two 1-day dosing periods (Day 1 
and Week 6 Visits), and safety follow-ups 1 to 3 days and 28±3 days after the second 
administration of 124I-evuzamitide 

 • At Visits 1 and 2, subjects received 1 mCi (≤2 mg peptide) 124I-evuzamitide by IV 
infusion over 2 to 5 minutes or slow IV push  
1 mL/5 seconds

 • Subjects were treated with KI 130 mg orally once every day for 3 days beginning at 
least 30 minutes and within 24 hours prior to each administration of 124I-evuzamitide 

 • Base of skull to mid-thigh PET/CT imaging was performed 5 hours (± 30 minutes) 
after 124I-evuzamitide administration

 • Subjects were discontinued if amyloid deposits were not identified in the Day 1 PET/
CT scan in ≥1 of the following organs: heart, liver, spleen, or kidney 

Inclusion Criteria
 • Patients aged ≥18 years with a history of AL or ATTR (wild type or variant) systemic 

amyloidosis with ≥1 organ with clinically demonstrable amyloid involvement 
 • AL subjects must have achieved CR or VGPR based on their most recent assessment 

and within 12 months of screening 

Outcomes and Assessments
 • Primary efficacy endpoints included the ICC, RC, and Bland-Altman plots associated 

with the quantitative 124I-evuzamitide uptake measurements
 – For qualitative assessment, 3 readers scored each scan (twice) as positive or 

negative for amyloid in the heart on Visit 1 and Visit 2
 – SUV assessments of the heart were performed twice on each scan by 3 

independent blinded readers trained by the imaging core lab (Invicro, LLC)
 • The incidence of AEs was recorded from Visit 1 through the final safety follow-up/EOS

ICC Guidelines
 • ICC was an index to assess reliability and represented a ratio of true variance 

(between-subject variability) over true variance plus error variance (measurement 
variability; Figure 1).

Figure 1. ICC Guidelines
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