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Abstract; Objective

improve neuromuscular transmission in patients with generalized

Efgartigimod, as a novel FcRn inhibitor, can

myasthenia gravis (gMG) by accelerating the degradation of pathogenic
IgG antibodies. Although clinical trials have confirmed its efficacy and
good tolerability, its safety profile in the real — world setting requires
comprehensive evaluation. This study utilized data from the U.S. FDA
Adverse Event Reporting System ( FAERS) to investigate and assess
potential adverse event ( AE) signals associated with Efgartigimod. The
aim was to evaluate its real — world safety characteristics and provide
evidence for clinical safe medication use and risk monitoring. Methods

Reports listing Efgartigimod as the primary suspected drug were extracted
from Q1 2020 to Q4 2023.
standardization, disproportionality analysis was conducted using three

methods; Reporting Odds Ratio ( ROR ),

After deduplication and terminology

Bayesian Confidence
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Propagation Neural Network ( BCPNN) , and Empirical Bayes Geometric Mean ( EBGM) , to identify significant signals
at both the System Organ Class (SOC) and Preferred Term (PT) levels. Important Medical Events (IMEs) were also
screened. Results A total of 788 individual case safety reports involving 13 551 AEs were included. At the SOC
level, the strongest signals were for nervous system disorders (ROR =5.12) and neoplasms (ROR =4.78). At the PT
level, multiple strong signals were identified, including myasthenic crisis ( ROR =2 269.29 ), bulbar paralysis
(ROR =275.64), and thymoma ( ROR =170.02). IME analysis further confirmed these events as high — priority
safety concerns. Conclusion This study identified several potential new safety signals for Efgartigimod in the
neurological, oncological, and immunological domains, suggesting that clinicians should remain vigilant about adverse
reactions related to these organ systems and providing a basis for further targeted safety research.
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Table 1 Baseline characteristics of patients receiving efgartigimod

Variable N Percentage/value
Gender
Female 409 12.31%
Male 379 11.41%
Not specified 2534 76.28%
Age( years)
18 -44 36 1. 08%
45 - 64 77 2.32%
65 -74 85 2.56%
=75 74 2.23%
Not specified 3050 91.81%
Reporting year
2020 24 0.72%
2021 84 2.52%
2022 1278 38.47%
2023 2020 60. 81%
Reporter
Consumer 319 9. 60%
Physician 362 10. 90%
Pharmacist 78 2.35%
Not specified 2563 77.15%
Reporting country
United States (US) 2736 82.36%
Japan (JP) 235 7.07%
Canada 44 1.25%
Germany 57 1.72%
United Kingdom 42 1.26%
Country not specified 117 3.52%
Other/unknown 135 4.06%
Patients with serious reports
Serious 743 94.29%
Non - serioous 45 5.71%
Reported outcome
Death 62 7.87%
Hospitalization 349 44.24%
Life — threatening 40 5. 08%
Weight(kg)
N( missing) 212 3110 sk
Mean (sd) 86.2(60.3)
Median 86(70 - 106)
Min , Max 34,220
Time - to — onset( days)
N( missing) 788 401
Mean (sd) 86.2(60.3)
Median 86(70 - 106)
Min, Max 34,220
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Cardiac disorders —

Endocrine disorders —

Eye disorders —

Gastrointestinal disorders —

Geneeral disorders and administration site conditions —

Immune system disorders —

System Organ Class (SOC)

Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Nervous system disorders

Renal and urinary disorders —

Respiratory, thoracic and mediastinal disorders —

Social circumstances —

Infections and infestations —

Injury, poisoning and procedural complications —
Investigations —

Metabolism and nutrition disorders —

Musculoskeletal and connective tissue disorders —
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Mean Signal Scores by SOC Category
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Figure 1

Mean signal strength across each SOC calculated using ROR, BCPNN, and EBGM methods. The heatmap colors represent sig-

nal strength levels, ranging from low (light colors) to high (dark colors). X — axis:System Organ Class (SOC, per MedDRA 27.0); Y -

axis ; Mean signal score.
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Figure 2  Number of Preferred Terms (PTs) with ROR > 2 at each System Organ Class (SOC) level
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Note: The X — axis shows System Organ Class (SOC) categories defined by MedDRA, and the y — axis shows the number of Preferred Terms (PTs) that meet
the imbalance signal threshold of ROR > 2 (lower 95% confidence interval > 1). Each bar represents the number of PT — level adverse events that reach the

significance criteria based on ROR within a specific SOC, not the number of case reports.

K2 SUMBELEM A RS04 2055 (Top 20 PTs)
Table 2 Safety signals for Efgartigimod — related AEs ( Top 20)

Lower Upper Lower Upper
Groups PT No ROR 1C
95% Cl1 95% C1 95% C1 95% C1
Expected with signal Thymectomy 28 2869.66  2146.72  4652.65 10. 72 4.19 5.47
Venous angioplasty 3 1753.69  1109.02  6782.58 10. 26 0.31 3.68
Procedural headache 65 908. 84 694.36  1189.56 9.53 5.54 6.31
Thymoma 12 170. 02 95.42 302. 96 7.35 2.78 4.42
Positive airway pressure therapy 6 159. 46 70.53 360. 53 7.26 1. 64 3.87
Plasmapheresis 10 89. 39 47.76 167.3 6.45 2.42 4.18
Treatment delayed 14 59. 41 35.04 100. 72 5.87 2.85 4.35
Procedural dizziness 3 46.32 14. 84 144. 57 5.52 0.45 3.36
Disease expected Myasthenia gravis crisis 389 2269.29  2003.74  2570.04 10. 48 8.09 8.43
Myasthenia gravis 711 572.35 563. 87 620. 09 8.9 8.05 8.28
Bulbar palsy 14 275. 64 160. 4 473. 68 8.01 3.06 4.6
Symptom recurrence 153 142. 09 120. 84 167. 09 7.09 5.94 6.42
Dependence on respirator 6 71.59 31.94 160. 51 6. 14 1.59 3.79
Mechanical ventilation 23 53.61 35.52 80.92 5.72 3.47 4. 66
Eyelid ptosis 106 49.12 40.53 59.53 5.59 4.78 5.34
Mastication disorder 32 48. 14 33.96 68.23 5.57 3.79 4.81
Dyspnoea at rest 29 47.16 32.69 68. 03 5.54 3.68 4.74
Respiratory muscle weakness 3 45.13 14. 46 140. 83 5.48 0.45 3.36
Unclassified Temporomandibular pain 3 79.71 25.43 249.92 6.29 0.48 3.41
Herpes zoster reactivation 3 59.3 18.97 185. 41 5.87 0.47 3.38
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Focused Serious Adverse Events: Key PTs Only
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Signal strength and reporting frequency of important
medical events (IMEs) associated with efgartigimod
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Note: This scatter plot visualizes important medical events ( IMEs )
identified at the Preferred Term ( PT) level. The X - axis represents the
strength of disproportionate signals measured by the Reporting Odds Ratio
(ROR) .

(number of reports) associated with each PT. Each bubble corresponds to a

The Y - axis indicates the number of adverse event entries

specific IME, with the bubble size reflecting its reporting frequency (i. e. ,
the number of adverse event records, not the number of individual Case
Safety Reports (ICSRs) ). Events located in the upper - right quadrant have
both high reporting frequency and strong disproportionate signals, and are

therefore considered higher — priority safety issues.

®3 HEPEITHF(IMEs) LG

Table 3 Summary of important medical events (IMEs)

Focused Serious Adverse Events: Key PTs Only
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Figure 4  Zoomed — in view of low — count but high — ROR
important medical events (IMEs)

TE BEIEHOR T 18] 4 10726 Sy, LA ST 0 st s St - B (A) (H R
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Note: This figure zooms in on the lower — left corner of Figure 4 to
more clearly display serious adverse events with low reporting counts
('A) but high to moderate ROR values. These IMEs have relatively low
reporting counts but higher imbalance signals. Each label corresponds
to a standardized Preferred Term ( PT). The X — axis represents the
Reporting Odds Ratio (ROR) , and the Y - axis reflects the number of
adverse event ( AE) records associated with each PT. Reporting counts
are based on adverse event entries rather than individual Case Safety

Reports (ICSRs).

Preferred Term (PT) ROR Value Report Count System Organ Class (SOC)
Myasthenia gravis crisis 2269. 29 389 Nervous system disorders

Myasthenia gravis 572.35 711 Nervous system disorders

Bulbar palsy 275. 64 14 Nervous system disorders

Thymoma 170. 02 12 Neoplasms benign, malignant and unspecified
Dependence on respirator 71.59 6 Respiratory, thoracic and mediastinal disorders
Dyspnoea at rest 47.16 29 Respiratory, thoracic and mediastinal disorders
Graves’ disease 27.22 3 Endocrine disorders

Precancerous condition 25.74 3 General disorders and administration site conditions
Choking 23.36 98 Respiratory, thoracic and mediastinal disorders
Prostate infection 18.79 4 Infections and infestations

Tl ( Graves® disease, ROR =27.22) FZ AR S
(precancerous condition, ROR =25.74) , ] 48 95 151 £k
AHXS R (H R B 45 1) ROR i, BRIk 2L i
B B BT o AT BE R A X

142 Al (EAAE b i il AP R oG T o

3 itig

AW X FAERS B8 4 59 KA o A, R
GuibdiiZs 1 SO SE AR B N H P E {5 T
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